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Vv Memorandum

14 November 2001

To:  Prof. Mahmudur Rahman
Chairman, Ethical Review Committee (ERC)

From: Dr. Yukiko Wagatsuma, PHSDjv;) ,

Thru: Dr. Robert Breiman, Associate Director, HSRD
Sub: Protocol#2001-021

We have modified the protocol according to your advices. We would like to submit
the modified version for consideration of the Chair,

a) In the Bangla consent form, the word ‘swelling in the belly’ should appropriately
be translated.

Consent forms were revised by using your suggested expression in the ERC
meeting,

b) The investigators should mention (page #35) what test will be done with stored
blood samples and how long will be stored. .

More explanation on the use for the future diagnostic tests is added. We specified
the storage period of about 20 years in the revised consent form.

¢) Inthe Face Sheet, 2(a), 2(d) and 3(c) should be marked “YES.”

2(a), 2(d) and 3(c) are marked “YES.”

Thank you very much for your consideration on the approval of the protocol.
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Attachment 1 Date: /% /s /0 /

(FACE SHEET) ETHICAL REVIEW COMMITTEE, ICDDR,B.

Principal Investigator: Y kiko V\jaga—f-f, e O Trainee Investigator (if any):

Application No. H oo /- o02)] Supporting Agency (if Non-ICDDR,B) _C ¢ | ¢ < A
Title of Study: Project Status:

Cormmunity - basect €P3J€M-'o/03-'a S’fuo{y [X] New Study

O)C visceral leishmaniasis ;» Ba V:j/ac/esk [ ] Continuation with change
[ ]No change {do not fill out rest of the form)

Circle the appropriate answer to each of the following (If Not Applicable write NA)

1. Source of Population: 5. Will Signed Consent Form be Required:
(a) Il subjects es.) No (a) From subjects @ No
{b)  Non-ill subjects Tesy No {b) From parents or guardian e No
(c)  Minor or persons under guardianship Yesd No (if subjects are minor)
2. Does the Study Involve: 6. Will precautions be taken to protect @ No
{a)  Physical risk to the subjects @ No anonymity of subjects
{b} Social risk Yes o)
(£)  Psychological risks to subjects Yes (No> 7. Check documents being submitted herewith to
(d) Discomfort to subjects No Committee:
(e) Invasion of privacy Yes __ Umbreila proposal - Initially submit an with
(f)  Disclosure of information damaging Yes o overview (all other requirements will be
to subject or others submitted with individual studies
_X_ Protocol (Required)
3. Does the Study Involve: _x  Abstract Summary (Required)
(a)  Use of records (hospital, medical, (@ No _x_ Statement given ot read to subjects on nature
death or other) of study, risks, types of questions to be asked,
(b)  Use of fetal tissue or abortus Yes @ and right to refuse to participate or withdraw)
(¢)  Use of organs or bedy fluids ¥ed No (Required

Informed consent form for subjects
Informed consent form for parent or guardian
Procedure for maintaining confidentiality
Questionnaire or interview schedule*
If the final instrument is not completed prior to
No review, the following information should be
No included in the abstract summary

4, Are Subjects Clearly Informed About:
(a)  Nature and purposes of the study
(b}  Procedures to be followed including
alternatives used
(c)  Physical risk
(d)  Sensitive questions

No
No

] e

30 GR80 6B

(e) Benefits to be derived . A description of the areas to be covered in the

(f)  Right to refuse to participate or to No questionnaire or interview which could be
withdraw from study " considered either sensitive or which would

{g) Confidential handling of data No constitute an invasion of privacy

(h)  Compensation &/or treatment where es) No 2. Example of the type of specific questions to be
there are risks or privacy is involved asked in the sensitive areas

1

An indication as to when the questionnaire will
be presented to the Committee for review

in any particular procedure

We agree to obtain approval of the Ethical Review Committee for any changes involving the rights and welfare of subjects
before making such change.

Prmc‘lfnal Investigator Trainee
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Abstract Summary for Ethical Review Committee
{Protocol #2001-021)

1. Requirements for study population: The required study population comprises the inhabitants of
portions of 2 or 3 villages with a high incidence of visceral leishmaniasis in the past 3 years. In South
Asia, visceral leishmaniasis (VL) only affects humans and transmission is considered to be entirely
anthroponotic. All ages are affected, with 30% of VL cases occurring among children. The only way
to develop effective prevention and control methods is to improve our understanding of the disease in
those who are suffering from visceral leishmaniasis. We will exclude subjects who cannot give
informed consent because of impaired understanding or consciousness. However, we will seek
parental/guardian consent to include all children because the risk factors among children may differ
from those among adults. Thus excluding children would limit our ability to design a public health
intervention in the future that could benefit children. Household members of all ages will be listed
in the household roster, but only subjects 3 years and older will be included in the serum
specimen and individual risk factor data collection. Children younger than 3 years with
clinical illness consistent with kala-azar will be offered the same physical examination and
diagnostic serologic testing offered to all other subjects, and will be referred to the upazilla
health complex for clinical management.

2-3. Risks and measures taken to minimize them: The risks to subjects are minimal and consist
primarily of the discomfort of blood sampling and leishmanin skin testing, and of positive reactions to
the leishmanin skin test. In addition, there will be the inconvenience of answering a questionnaire, a
brief physical examination for symptomatic persons, and baseline anthropometry and 6-monthly
follow-up questionnaires for cohort participants.

Blood sampling and application of the skin test will cause transient pain at the site of the
finger stick lancet or needle entry. Participants with positive serology will be asked to allow the study
team to draw a venous blood specimen of 10ml for 10 years and above, 5ml for children 3-9 years
(children < 3 years will not be included in the serum specimen and individual risk factor data
collection). Rarely, venipuncture may cause bruising or, theoretically, infection, but normal clinical
procedures will used to prevent these.

The leishmanin skin test antigen we propose to use in this study has been used safely in more
than 15 studies in the last decade in Italy, Jordan, Kenya, Sudan, and Ethiopia comprising more than
10,000 participants. At the site of positive leishmanin skin tests, there is the risk of redness, induration
and itching. Positive reactions are similar to those seen with routine tuberculin skin tests and usually
resolve within one week (more commonly, within a few days). If there is itching, pain or induration
that the participant finds bothersome, we will offer 1% hydrocortisone cream free of charge.
Anaphylactic reactions have not been reported, and severe local reactions are very rare; no severe
reactions have been reported in the participants in the studies cited above, indicating that the risk of
severe reactions is less than 4 per 10,000 (equivalent to the upper 95% confidence limit for 0 per
10,000). If a marked inflammatory reaction were to occur, then a more potent fluorinated topical
corticosteroid such as Lidex would be supplied, and the participant would be examined by the study
tearn at frequent intervals until resolution of the reaction.

There is no alternative method aside from leishmanin skin test to assess cell-mediated
immunity to L. donovani and to elucidate the epidemiology of past disease occurrence in the
community. Elimination of skin testing from the protocol would limit our ability to assess the
transmission dynamics in the community and, since we would be unable to identify those subjects
with past infection and immunity, it could cause us to misclassify immune subjects as susceptible in
our analysis.



4. Methods for_ safeguarding confidentiality: Code numbers unique for each household and
individual, printed on self-sticking labels, will be affixed to specimen containers, consent form and
questionnaire. The names of participants will be entered info a census database to provide the key to
the ID code numbers; all other databases will use ID code numbers only. The census database and all
other databases will be accessible only to the study investigators and will be kept on the PI's laptop
and one computer at the [ICDDRB that will be dedicated to this study. Both computers will be secured
through password access only by study co-investigators. The hard copy questionnaires will be kept in
a locked file cabinet accessible only by the study investigators.

5. Consent procedures: The study will be explained to all potential participants and obtain a signed
informed consent statement from the subject. For participants unable to read, the consent form will be
read aloud and explained in detail, and consent will be recorded by a fingerprint on the consent form.
For children older than 7 years, a simple assent form will be signed or marked by the child and the
more detailed consent form for all children will be signed by the parent or guardian. No information
will be withheld from participants. The consent forms include an explanation of the risks and
discomforts involved in the study, and methods used to minimize them. For participants, such as
health care providers, who participate only in the qualitative component of the study, a separate
consent form will be used. There are four types of consent/assent forms used in the study; 1) for
household enumeration only; 2) study subjects; 3) children (7-17 years) assent form; and 4) for
qualitative study participants.

6. Interviews: The interviews will occur in the home. The only exception is the component of
physical examination and venous blood sampling of subjects with positive fingerstick serology results
or febrile illness, which will take place in a specially designated location either at the Upazilla Health
Complex or study office/clinic located near study communities with more facilities for safeguarding
subject privacy and hygiene. The initial household enumeration will take about 30 minutes. The
second in-depth risk factor interview will take between 30 minutes and 1 hour, depending on the
number of household members, and whether there have been previous cases of VL about whom an
illness history needs to be taken.

7. Benefits: The benefits to study subjects include detection of undiagnosed VL cases with referral
for treatment which may be life-saving. For future VL patients, these data should allow the
implementation of better diagnostic algorithms for VL which may obviate the need for many invasive
bone marrow or splenic aspirations, and easier and more rapid referral for appropriate care. For the
community as a whole, we hope that this study will lead to better VL prevention strategies in the
future. Visceral leishmaniasis causes a heavy burden of disease in these communities. The disease is
often lethal if untreated. The treatment is long and expensive, and families may become bankrupt by
payments for the medication (up to 4000 taka for one course of treatment). Treatment of existing
cases and preventing new cases of VL offer substantial benefit both to the individual and to the
community.

8. Records: If a subject has been treated in the past for visceral leishmaniasis, we will ask consent to
review their medical records to confirm diagnosis and assess adequacy of treatment. This is included
in the consent form.

The statement to the subject included information specified in item 2, 3, 4, 5, 7, 8 as well as
indicating the approximate time required for participation in the activity.
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" PROJECT SUMMARY:
» Describe in concise terms, the hypothesis, objectives, and the relevant background of the project. Describe
concisely the experimental design and research methods for achieving the objectives. This description will serve as
a succinct and precise and accurate description of the proposed research is required. This summary must be

understandable and interpretable when removed from the main application. ( TYPE TEXT WITHIN THE SPACE
PROVIDED),

Principal In{festigator Yukiko Wagatsuma

Project Name Community-based epidemiologic study of visceral leishmaniasis in Bangladesh

Total Budget $103,913 Beginning Date  01/01/2002 Ending Date  30/09/2004

The World Health Organization estimates that 60% of the global burden of visceral leishmaniasis occurs in
South Asia (India, Bangladesh and Nepal). Based on national surveillance from the 3 countries, Bangladesh
accounts for more than one-third of visceral leishmaniasis cases in South Asia, or an estimated 20% of the
global visceral leishmaniasis disease burden. The reported incidence in Bangladesh has increased in the last
decade from 3,978 cases in 1993 to 7,640 cases in 2000. Official surveillance figures thought to be substantial
underestimates, with a true incidence of 15,000-30,000 per year. In Bangladesh, 20 million people are
considered to be at risk for visceral leishmaniasis. The districts reporting the highest number of visceral
: letshmaniasis cases in 2000 were Mymensingh (3,916), Pabna (758 cases), Tangail (563) and Gazipur (334).
| Untreated visceral leishmaniasis is associated with chronic morbidity and a high risk of mortality, and drug
therapy is expensive. Diagnosis and visceral leishmaniasis case management cases currently places a large
economic burden on the Ministry of Health of Bangladesh. Effective prevention and control measures, and
facilitating timely diagnosis and treatment of VL, are therefore high priorities.

This protocol outlines plans for a community study to describe transmission patterns, identify risk factors, and
develop a community-based education and intervention program for visceral leishmaniasis in Bangladesh. In 2
or 3 communities in Mymensingh District, we will conduct 2 household-based survey to identify current
visceral leishmaniasis cases and infections, and to document the location, case management, and outcome of
cases treated in the previous 3 years. Laboratory data will include rK39 dipstick test, whole promastigote lysate
ELISA (the most widely accepted test for asymptomatic Leishmania infection), and leishmanin skin test (a test
of cell-mediated immunity to Leishmania). Epidemiologic and entomologic data will be plotted to the
household level to provide a detailed GIS map of visceral leishmaniasis cases, asymptomatic infections,
physical characteristics such as houses and animal sheds, and sand fly vector densities. A cross-sectional design
will be used to assess individual and household level risk factors for Leishmania infection and for visceral
leishmaniasis. Sand flies will be collected in and around houses, and conventional and molecular techniques
employed to speciate them and detect Leishmania. These data will provide 2 better understanding of the way
visceral leishmaniasis is transmitted and sustained within communities, and form the basis for development of
possible strategies for prevention based on entomologic control such as environmental modification, insecticide
spraying and/or use of bed nets.

Seropositive (ELISA or rK39) will be considered to have subclinical Leishmania infection, and will be asked to
participate in a cohort follow-up study to identify risk factors for progression to active visceral leishmaniasis.
Leishmanin skin-test-positive persons will also be followed. Cohort data will include weight, height, mid-upper
arm circumference, and serum vitamin A and zinc levels. At 6-monthly intervals for 2 years after the baseline
community survey, we will revisit each cohort participant to ascertain development of clinically manifest
visceral leishmaniasis. If a participant has developed an illness consistent with visceral leishmaniasis, we will
facilitate diagnosis and appropriate treatment by writing a referral letter, covering the costs of transportation,
diagnostic testing, and any treatment costs not covered by the Government of Bangladesh Kala-azar Control
‘ Program. The cohort follow-up will improve our knowledge of the underlying factors, such as nutritiona] status,
that may modify the progression of infection to clinical visceral leishmaniasis, and could form the basis for a
\
|

secondary prevention program based on micronutrient supplementation. For example, vitamin A
supplementation is already a standard part of vaccine and public health cantpaigns for children under 5. If
vitamin A deficiency is a2 major factor affecting the progression to visceral leishmaniasis, supplementation for
other age groups should be considered in visceral leishmaniasis-endemic communities.

In addition, we will use qualitative assessment tools, including focus group interviews with a spectrum of °
community members and in-depth interviews with visceral leishmaniasis patients and their families, to
determine understanding of visceral leishmaniasis and, through community participation, to develop and sustain
a village-focused health education intervention plan. The same methods, plus visceral leishmaniasis case
history reviews and health care facility staff interviews, will be used to develop an understanding of key
impediments to health care access and a plan to improve access. We will also explore potential methods by
which bed nets may be made more available and effective in the prevention of Leishmania infection.




KEY PERSONNEL (List names of all investigators including P1 and their respective specialties)
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DESCRIPTION OF THE RESEARCH PROJECT

Hypothesis to be tested:

Concisely list in order, in the space provided, the hypothesis to be tested and the Specific Aims of the proposed
study. Provide the scientific basis of the hypothesis, critically examining the observations leading to the
formulation of the hypothesis.

We hypothesize that there are identifiable factors that alter the risk of infection and disease from
Leishmania donovani infection among inhabitants of visceral leishmaniasis-endemic villages.

Based on previous studies and knowledge of the vector, we hypothesize that some or all of the
following factors may increase risk of infection and/or disease: sleeping outside, sleeping on the
ground, having a house with a damp floor, having a house with mud walls, especially if there are
many cracks in the mud.

Some or all of the following factors may decrease risk of infection and/or disease: sleeping on a

bed, sleeping under a bed net, having large animals such as cattle, nutritional status especially
with respect to vitamin A and/or zinc.

Specific Aims:

Describe the specific aims of the proposed study. State the specific parameters, biological functions/ rates/
processes that will be assessed by specific methods (TYPE WITHIN LIMITS).

1. To identify individual and household level risk factors for visceral leishmaniasis, and to
assess epidemiologic and entomologic dynamics of its transmission in high incidence
communities in Bangladesh.

2. To identify factors that modify the risk of progression from Leishmania donovani infection to
active visceral leishmaniasis.

3. To optimize an algorithm for introduction of rapid diagnostic methods for visceral
leishmaniasis in Bangladesh.

4. To develop a sustainable strategy to address the problem of VL in the most severely affected
communities, including appropriate methods to: (1) improve community members’
understanding of the disease, its treatment and prevention; (2) facilitate timely access to health
care; (3) increase availability and use of bed nets in the most vulnerable groups; and (4) assess
the utility and feasibility of possible future programs to make insecticide-impregnated bed nets
available in endemic areas.



Background of the Project including Preliminary Observations

Describe the relevant background of the proposed study. Discuss the previous related works on the subject by citing
specific references. Describe logically how the present hypothesis is supported by the relevant background \
observations including any preliminary results that may be available. Critically analyze available knowledge in the |
field of the proposed study and discuss the questions and gaps in the knowledge that neeg to be fulfilled to achieve |
the proposed goals. Provide scientific validity of the hypothesis on the basis of background information. If there is
no sufficient information on the subject, indicate the need to develop new knowledge. Also include the significance
and rationale of the proposed work by specifically discussing how these accomplishments will bring benefit to

human health in relation to biomedical, social, and environmental perspectives. (DO NOT EXCEED 5 PAGES, USE
CONTINUATION SHEETS).

A. Background

Visceral leishmaniasis (VL) is a chronic infection of the liver, spleen, bone marrow and other lymphoid tissue
caused by the protozoan parasites Leishmania donovani (the predominant species in Bangladesh, Nepal, India, and
East Africa), L. chagasi (in Latin America) and L. infantum (in North Africa and the Mediterranean basin). The
typical clinical picture is a chronic systemic illness with fever, weight loss, splenomegaly, hepatomegaly,
hypergammaglobulinemia, and bone marrow suppression with pancytopenia. Darkening of the skin is a common
symptom in South Asian VL patients, and, together with the characteristic fever, is probably the origin of the Hindi
name of the disease, kala-azar (black fever). The pathophysiologic mechanism of the pigmentation change is
unknown. Visceral leishmaniasis, if untreated, is associated with a very high case-fatality rate.’

Visceral leishmaniasis has a highly variable incubation period: the time from inoculation of parasite to the
beginning of symptomatic disease is usually between 2 and 8 months, but can range from 2 weeks to several years.?
The onset of illness is often insidious and its course prolonged. In several South Asian studies, the time from onset
of fever to diagnosis averaged 3 months, and ranged up to 18 months.** In South Asia, VL affects all age groups.
The median age in one study was 25 years, with a range from 2 to 70, and 60% of cases were 15 to 40 years old.* In
the same study, males and females were affected in equal numbers, but the proportion with prolonged illness prior
to treatment was significantly higher for women than for men.!

In South America, Europe, and Africa, VL is a zoonosis; domestic dogs and wild mammals can be
reservoir hosts. However, VL transmission in South Asia is thought to be purely anthroponetic, with no animal
reservoir. Treatment delays therefore contribute to the human reservoir of VL infection and help maintain the
transmission cycle. The parasite is transmitted by the bite of the infected female sandfly. The sand fly species
implicated in South Asia is Phlebotomus argentipes. The sandfly feeds on livestock as well as man, and may be
attracted by their presence. P. argentipes is thought to breed in organic matter at the base of house walls and in
cattle sheds, and in cracks in walls plastered with mud and cow dung (P. Lawyer, personal communication). One
study from India suggested that the addition of lime to the mixture used to plaster walls may significantly decrease
the breeding of sandflies.® In a case-control analysis, dampness in mud-floored houses was associated with a
higher risk of VL, most likely due to longer survival of sand flies in high humidity settings.*

Antecedent protein-energy malnutrition is known to be associated with a higher risk of VL. In addition,
there are preliminary data and theoretical reasons to hypothesize that several micronutrients may modify the
progression of infection to clinical VL. Data from a mouse model suggest that zinc deficiency may increase the
rate of visceralization of Leishmania parasites (G. Anstead, University of Texas Health Science Center, San
Antonio, unpublished data). The risk of severe morbidity from malaria, a related protozoal infection, has been
shown to be increased by both vitamin A and zinc deficiency.”®

The current conventional standard of VL diagnosis requires demonstration of parasites in splenic or bone
marrow aspirate.' Splenic aspiration is rarely done outside of a few specialty referral centers in South Asia. The
procedure carries a risk of potentially fatal hemorrhage and most medical personnel have little experience. In
experienced hands, the sensitivity of bone marrow aspirate is estimated to be 70-80% compared to splenic aspirate®
In less experienced hands, it may be substantially lower. Non-invasive serologic tests for VL vary in sensitivity
and specificity, and include enzyme linked immunoassays (ELISA) based on several different parasite antigens or a
lysate of whole Leishmania promastigotes, indirect immunofluorescence assays (IFA), and the direct agglutination
test (DAT). The DAT requires less equipment than ELISA or IFA, but still requires reliably standardized antigen, a
competent laboratory and trained personnel.

The newty marketed rK39 dipstick offers the option of a diagnostic test that can be performed easily in the
field with no special equipment.'® Recent studies suggest that the tK39 dipstick could substantially improve
specificity of VL diagnosis if used in combination with a clinical diagnostic algorithm."!? The dipstick was highly
sensitive and specific in clinical evaluations in India'® and in a case-control analysis in Nepal."' Controversy
remains concerning the frequency of positive rK39 tests in asymptomatic residents of endemic communities, a
finding presumed to indicate subclinical or prepatent L. donovani infection. A leading VL researcher found 15%
prevalence of asymptomatic positive rK39 in a convenience sample in India (S. Sundar, personal communication).
Preliminary data suggest that another recently developed dipstick based on the recombinant K26 antigen' may




have promise as an adjunct to the rK39 dipstick, in particular as a more sensitive test for asymptomatic L. donovani
infection (R. Badaro, unpublished data).

The leishmanin skin test (LST) is the best indicator of cell-mediated immunity to VL and is generally
taken to indicate a healed infection which may have been symptomatic or asymptomatic, and recent or remote in
time." A positive LST is thought to persist for years, and in VL-endemic areas, it is common to find LST positive
prevalence in the range of 20 to 40%.'*"" Prevalence of positive serologic tests for VL are generally closer to 3-6%,
and are assumed to reflect recent infection.™ ™ However, one report in the literature suggests that a positive skin
test may become negative in time, and that at least in some cases, this may herald the development of symptomatic
visceral leishmaniasis.”'

Treatment of VL is relatively long, requires parentera! drugs and is quite costly. The usual first line drug is
a pentavalent antimonial drug such as sodium stibogluconate (also called sodium antimony gluconate or SAG), 20
mg/kg/day given intramuscularly, usuatly for 20 to 40 days. Drug resistance is inferred when response in
incomplete at 30 or 40 days. In Bihar State, India, where the Asian epidemic began in the late 1970s, 65% of VL
cases are now resistant to sodium stibogluconate, and must be treated with amphotericin, which is 5 to 10 times
more expensive.” Drug resistance is likely to spread throughout the region, due to poor compliance with the long
and painful first-line treatment regimen.

Few risk factors analyses for VL have been conducted in South Asia. In a case-control study in a village
in India, significant risk factors for VL included residence in g mud-plastered house, the presence of vegetation,
and a history of having moved from a known VL epidemic district. In this study, neither the presence of a cowshed
nor any particular caste or occupation were associated with elevated risk, and there was reported to be no difference
in the presence of P. argentipes in case and control households.® Several studies have suggested that subclinical
leishmanial infection is common in members of households with clinical cases; studies have also demonstrated
household and focal clustering of clinical cases.”™* One community-based study demonstrated a higher rate of
leishmanin skin test positivity among close neighbors of VL cases. '

B. Visceral leishmaniasis in Bangladesh and the South Asia region

The World Health Organization estimates that 60% of the global burden of VL occurs in South Asia.** Based on
national surveillance data for the year 2000, 12,000 VL cases occurred in India, 7640 in Bangladesh and 1800 in
Nepal. If the relative incidence rates for the 3 endemic countries of South Asia are accurately reflected in these
data, they implies that approximately 20% of the world’s VL disease burden is occurs in Bangladesh.

Visceral leishmaniasis is widely accepted to have been endemic in the 1940s and 1950s throughout the
Indian states of Bihar and Bengal, including parts of what is now Bangladesh.” The prevalence decreased
substantially with the residual indoor insecticide spraying maintained during the malaria eradication programs of
the 1960s.* After spraying diminished in the 1970s, a large epidemic of VL began in Bihar with more than
100,000 cases reported in 1977 alone.” Sporadic cases were reported in Bangladesh in the late 1970s, and an
outbreak occurred in Pabna district in 1980; VL cases have been reported in Bangladesh every year since then.®
Although available data are unlikely to be precise, the trend has been for increasing incidence over this period of
time. Bangladesh reported 3,978 cases in 1993, 7,032 cases in 1998 and 7,640 cases in 2000. Official surveillance
figures are assumed by most informed observers to be substantial underestimates, with the true incidence thought to
be in the range of 15,000-30,000 per year (P. Desjeux, WHO, personal communication). In Bangladesh, 20 million
people, or 18% of the total population, are considered to be at risk for VL, with 29 of 64 districts and 102 of 464
upazillas reporting VL cases. The districts reporting the highest number of VL cases in 2000 were Mymensingh
(3,916 cases, total district population 4.6 million, district-wide incidence 0.9/ 1000), Pabna (758 cases), Tangail
(563) and Gazipur (334).

In Bangladesh, VL control strategies are administered by the Malaria and Vector-borne Disease Control
Unit of the Directorate General of Health Services (DGHS). In addition, the Integrated Control of Vector-borne
Diseases Project, a World Bank-supported component of the Fourth Population and Health Project, provided
technical support for implementation of control activities. Visceral leishmaniasis control strategies under these
programs include: early diagnosis and prompt treatment (EDPT), epidemiologic surveillance, entomologic
surveillance, limited indoor residual insecticide spraying, and Information, Education and Communication (IEC)
promotional activities.

The major emphasis in Bangladesh is on case detection and treatment. Community health workers refer
suspected VL patients to Upazilla Health Complexes (UZHCs). Medical officers (MO) at the UZHC diagnose VL
cases based on clinical suspicion and the aldehyde test, a non-specific qualitative measure of
hypergammaglobulinemia. Upazilla Health Complex Medical Officers have had the option to send a blood sample
for the more specific direct agglutination test (DAT) either in the District or to the Institute for Epidemiology and
Disease Control Research (IEDCR} in Dhaka, but DAT antigen is currently unavailable in Bangladesh. Efforts are
underway to re-establish DAT antigen production. Patients who can afford to pay for private care can be tested by
a rapid diagnostic test for VL based on the rK39 antigen called the ICT for kala-azar, marketed in Bangladesh by
Biotech. The price for ICT in private laboratories in Mymensingh ranged from 350 to 500 Taka (US$6-9),

In Bangladesh, the first line therapy is sodium stibogluconate 20 mg/kg daily by intramuscular injection
for 20 days. The official second line drug is intramuscular pentamidine 4 mg/kg three times per week for 5 weeks,
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Sodium stibogluconate is officially available free of charge at all UZHCs, but intermittent drug shortages have
occurred over the past year. For treatment failures, pentamidine is officially provided free of charge at district or
tertiary care hospitals. At the time we visited the field in August 2001, there were shortages of sodium
stibogluconate in all the UZHCs we visited, as weli as in commercial pharmacies. Pentamidine was generally
unavailable. A treatment course of sodium stibogluconate for a 40 kg adult purchased from Mymensingh
pharmacies averaged 1200 to 1800 Taka (US5$21-32) for drug from Albert David (India), or 2240 to 3200 Taka
(US$39-56) for Glaxo-Wellcome (Bangladesh).

C. Rationale for the study

Management of VL cases already places a large economic burden on governments, and drug resistance would add
to this. Development of effective prevention and control measures, and facilitating timely diagnosis and treatment
of VL, are therefore high priorities. Current VL prevention strategies generally focus on in-door residual insecticide
spraying, a program that requires considerable infrastructure and personnel. Data from several prospective trials
(WHO, unpublished data) and from a CDC case-control study in Nepal suggest that bed nets may afford substantial
protection from leishmaniasis.* However, VL occurs disproportionately in the very poorest families, who can least
afford treatment or protective measures.*

In this multi-faceted study, we hope to enhance current control strategies by improving our understanding
of the epidemiology of VL, developing a specific algorithm for the optimal introduction of rapid diagnostic testing,
and using qualitative methods to develop a community-focused program of health education. In addition, we hope
to work with communities to facilitate timely access to health care and treatment, and to explore potential ways to
make bed nets available to a higher proportion of residents in VL-endemic areas.
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Research Design and Methods

Describe in detail the methods and procedures that will be used to accomplish the objectives and specific aims of
the project. Discuss the alternative methods that are available and justify the use of the method proposed in the
study. Justify the scientific validity of the methedological approach (biomedical, social, or environmental) as an
investigation tool to achieve the specific aims. Discuss the limitations and difficulties of the proposed procedures
and sufficiently justify the use of them. Discuss the ethical issues related to biomedical and social research for
employing special procedures, such as invasive procedures in sick children, use of isotopes or any other hazardous
materials, or social questionnaires relating to individual privacy. Point out safety procedures to be observed for
protection of individuals during any situations or materials that may be injurious to human health, The
methodology section should be sufficiently descriptive to allow the reviewers to make valid and unambiguous
assessment of the project. (DO NOT EXCEED TEN PAGES, USE CONTINUATION SHEETS).

A. Study sites

We will conduct the study in 2 or 3 kala-azar endemic villages in Mymensingh District. We hope to be able to
conduct the study in two villages in Fulbaria Upazilla, Chouduar and Neogi Kushmail. However, if the number of
VL cases ascertained in the initial survey in these 2 villages is insufficient for our study size requirements, we will
add a third village, either Mugurjora, in Trishal Upazilla or Kumarpara in Ghatail Upazilla, Tangail District.

Chouduar and Neogi Kushmail together comprise approximately 2000 households or 10,000 people. However,
information from UZHC personne! and villagers suggest that only the 3 parts of Chouduar known as Madhyapara,
Uttarpara and Nadirpar (420 households), and the northern half of Neogi Kushmail (500 households) had many VL
cases. Similarly, only a portion of each of the alternate villages has had a large number of reported VL cases. Thus
in our 2 primary sites, there are approximately 900 households that have a high chance of being in the most
endemic portion of the villages, with 200-300 additional households in each of the optional study sites.

B. Baseline community census and household risk factor survey

We will perform an enumeration of the 900 households in the relevant parts of Chouduar and Neogi Kushmail.
Afier informed consent, field workers will complete a household roster and record persons treated for VL in the
household over the past 3 years and persons considered to have current VL based on a simplified history.
Untreated reported VL patients will be interviewed and examined by one of the study physicians to determine
whether the suspicion for VL is high and to be referred for appropriate case management. The data will be mapped
and used to confirm the geographic portions of each village with the highest recent incidence to be included in the
detailed household risk factor survey. We anticipate being able to choose sections of the 2 villages with a total
population 2500-3000 characterized by the highest incidence of VL in the previous 3 years. These 500-600
households will be the study population for the serologic, risk factor and entomologic surveys.

For the risk factor survey, household members will be interviewed using a structured Bangla language
questionnaire. The questionnaire is designed to gather data on previous diagnosis and treatment of VL, and likely
risk factors for VL, such as sleeping habits, animal husbandry patterns and housing characteristics. In the risk
factor analysis, we will include VL cases that occurred in the year before the survey. We will ask explicitly in the
questionnaire about changes in risk factors in the year before interview. (See Appendix)

For deaths that have occurred in the household in the previous 3 years, a brief series of questions will be asked to
classify the cause of death as (1) definite VL; (2) probable VL; or (3} not VL. For persons with a past diagnosis of
VL, we will ask consent to extract data from medical records held by the patient and/or by the health care facility.
All residents 3 years and older will be asked to provide a finger stick capillary blood specimen of 0.5 cc and to
allow the placement of a leishmanin skin test. Sand flies will be coliected in and around houses of all new VL
cases and a random sample of control households. Conventional and molecular techniques employed to speciate
them and detect Leishmania.

B.1. Laboratory testing for the household survey

Each blood specimen will be tested by 3 serologic assays: an ELISA using a whole Leishmania promastigote
antigen®™ * currently accepted as the best indicator of asymptomatic Leishmania infection,*™ ' the rK39 dipstick,"
and a newly formulated dipstick using the rK26 antigen." Both dipsticks are produced by Inbios International, Ltd,
Seattle, WA. The dipstick testing will be done in the field on whole blood from the fingerstick and a blood or
serum specimen transported to Dhaka where the ELISA will be performed in the ICCDR,B Parasitology
Laboratory. The ELISA protocol and quality control procedures will be standardized in the Reference Diagnostics
Laboratory, Division of Parasitic Diseases, CDC prior to the start of the field work.
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The leishmanin skin test is the best indicator of cell-mediated immunity to VL' and has been widely used
in studies of VL for decades.''*#*** The skin test antigen consists of a suspension of killed Leishmania
promastigotes in saline injected intradermally on the forearm and evaluated at 48-72 hours, exactly analogous to the
tuberculin skin test. Induration of 5 mm or more is considered a positive test result. The leishmanin skin test is
usually negative in patients with active VL and becomes positive as T-cell mediated immunity develops after
successful treatment.' A positive skin test in the absence of a history of clinical VL is usually taken to indicate past
Leishmania infection. However, as noted above, a a positive skin test may become negative, and at least in some
cases, symptomatic visceral leishmaniasis may develop in these individuals.?!

The standard leishmanin skin test antigen prepared from the WHO reference strain of Leishmania
infantum (MHOM/TN/80/TPT1) wili be provided by Dr. Marina Gramiccia, Istituto Superiore di Sanita (ISS),
Rome, Italy. The antigen is prepared following the safety procedures prescribed by WHO and the Italian Official
Pharmacopeia.* The ISS antigen is the most widely used leishmanin antigen and has been used to test a total of
more than 10,000 people in more than a dozen studies with an excellent safety and performance record.'” "+

B.2. Study case definitions and exclusion criteria

Household members comprise those peopie who eat from the same cooking pot.

Clinical kala-azar (past case): patient diagnosed with illness characterized by > 2 weeks of fever and at least one of
the following: splenomegaly, skin darkening, and/or weight loss, pius a history of treatment with either sodium
stibogluconate or Pentamidine with clinical resolution of symptoms; or a patient with Leishmania amastigotes
demonstrated in bone marrow or splenic aspirate or tissue in the past and documented in medical records.

Clinical kala-azar (current case}: patient diagnosed with illness characterized by > 2 weeks of fever and at least one
of the following: splenomegaly, skin darkening, and/or weight loss; with Leishmania amastigotes demonstrated in
relevant aspirate or tissue, and/or positive rK39 dipstick result.

Subclinical L. donovani infection: person without fever, skin darkening, weight loss, or splenomegaly, but with
positive results on at least one of the following tests: ELISA, rK39 or rK26 dipstick, leishmanin skin test. Cross-
sectional and cohort data will be analyzed both separately and in aggregate for persons positive by each individual
test and combination of tests.

Control individuals: community survey participants with no history of disease compatible with VL, and with
negative serology and skin test results.

Control households: households with no history of disease compatible with VL in any household member, and with
negative serology and skin test results in all household members.

VL case households: households with at lzast one VL case (may include members with subclinical infection).

Subclinical L. donovani infection case households: households with at least one subclinical infection (but no VL
cases).

Inclusion criteria: All persons residing in the chosen sections of the study villages who give informed consent will
be included. Children younger than 3 years will be listed in the household roster but will not be included in the
serologic survey or the risk factor interview.

B.3. Entomolegic methods

Sandfly collections will be done four times during the year. They will be collected from resting places on the
inside walls of homes and animal housing areas and/or off livestock using a mechanical aspirator. In addition,
CDC minilight traps will be setup inside and outside of homes overnight. Twelve houses (four control and eight
infected) will be assayed at least three nights during the month with at least three day separating the collection time
for each house. Collected specimens will be brought back to Atlanta in 70% ethanol to permit identification of the
species collected and develop molecular methods to determine leishmanial infection rates. Initially, the ribosomal
DNA intergenic spacer and a region of the mitochondrial DNA for individuals of each sand fly species will be
amplified by polymerase chain reaction (PCR) and the amplified fragments sequenced and compared.
Subsequently, a PCR based diagnostic assay that will yield a distinct fragment length for each species will be
developed based on the sequenced fragments as has been done with Anopheline mosquito species. Individual
sandflies will be tested for the presence of Leishmania donovani by PCR using primers for the miniexon-derived
RNA genes.
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B.4. Follow-up study of participants with subclinical infection

Persons not meeting the case definition for kala-azar who are positive by any of the three serologic tests or by
leishmanin skin test (LST) will be considered to have subclinical L. donovani infection. These people will be asked
to participate in a cohort follow-up study to ascertain progression to active VL. Data will be analyzed both
separately and in aggregate for persons positive by lysate ELISA, rK39, rK26 and LST (and combinations of
positive test results), since one of the purposes of the cohort analysis is to better understand the significance of
positive results for the various tests.

Participants with positive serology or skin test, and those with symptomatic disease will be asked to come
by appointment to a Jocation we will establish for physical examination and venipuncture blood sampling, either at
the closest Upazilla Health Complex or a facility we will set up in or near the village, in which we can ensure
privacy and sterile venipuncture. We will collect baseline data consisting of presence or absence of symptoms of
VL, liver and spleen size, weight, height, mid-upper arm circumference, and a venous blood specimen (5 cc from
children < 10 years, 10 cc from persons 10 years or older) to be stored for later zinc, vitamin A and possibly other
assays. Participants will be interviewed every 6 months and if any clinical symptoms have developed, will be
referred for diagnosis, including parasitologic diagnosis by bone marrow aspirate if indicated, and appropriate
treatment in the UZHC closest to the patient’s home. Patients with suspected VL and those with other diseases
requiring care will be given a letter of referral and sent to the nearest UZHC for diagnosis and treatment. For
suspected kala-azar patients, we will facilitate diagnosis and appropriate treatment by covering the costs of
transportation, diagnostic testing, and any treatment costs not covered by the Government of Bangladesh Kala-azar
Control Program.

A retrospective analysis at the end of 2 years will compare factors such as zinc and vitamin levels in serum
specimens drawn at the beginning of the cohort follow-up period for cases (seropositive cohort members who
develop kala-azar during the follow-up period) and controls (seropositive cohort members who do not develop
kala-azar during the follow-up period).

The majority of seropositive persons never progress to clinical disease and currently available anti-
Ieishmanial therapy for VL carries a risk of toxicity. Therefore, in the standard of care followed globally,
asymptomatic seropositive persons are not treated with antileishmanial therapy, but rather are followed for the
development of symptomatic disease.

B.5. Surveillance in villages for new cases of visceral leishmaniasis

In order to ascertain VL cases occurring between formal assessments, we will identify several responsible people
(e.g., government field health worker, school teacher, religious leader) in each villape who can be contacted by
residents suffering from fever for more than 2 weeks. Individuals with illness will be referred for evaluation at the
UZHC. We will request that the village informant and the Health Inspector each keep a list for review by our study
personnei. During the formal 6-monthly follow-up visit, study personnel will interview persons with febrile illness
lasting > 2 weeks identified since the previous follow-up visit to confirm the diagnosis of VL and to ensure that al)
VL patients have received adequate case management.

B.6. Storage of serum specimens

We will request permission to store serum specimens for use in future studies. The uses of the stored specimens
will be to test new serologic assays for visceral leishmaniasis, or immunologic parameters such as [gG subsets that
may be related to the course of progression of Leishmania infection. We will maintain identifiers until the follow-
up period is completed and, as part of the study design as described in the protocol, we will make periodic visits to
all participants in the cohort follow-up study. During this period, we will inform individuals of test results that
would change their clinical care. However, afier the end of the follow-up period we will strip the identifiers, and
will no longer be able to inform individuals of their results. It is highly unlikely that these test results would have
any clinical implications beyond the follow-up period.

B.7. Sample size calculations

Our sample size calculations for the cross-sectional survey and risk factor analysis are based on the following
assumptions:

1. Cases of VL are highly clustered.?*' Thus, the overall district-wide incidence may be 1 per 1000, but
there are communities in which the annual incidence is 20-30 per 1000, For our calculations, we
assume a study population (made up of 3-5 villages or segments of villages) of 2500 with an annual
VL incidence of 20 per 1000.

2. We assume a leishmanin skin test positivity rate of 20%"® and asymptomatic seropositivity rate of
5%.'8
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3. We assume that VL cases have the same risk factor profile as we found for VL cases in Nepal, and
that seronegative, LST-negative individuals have the same risk factor profile we found for controls in
Nepal.* We further assume that seropositive and LST positive individuals have the same profile as
VL cases for those factors directly related to sand fly exposure, such as bed net use and housing
characteristics.

4.  We used the case-control data from Nepal, generalized to the assumed village population, to calculate
expected incidence rates of VL in the exposed and unexposed populations for 2 major risk factors:
bed net use in the warm months of the year, and having a damp house floor.*

Based on these assumptions, a survey of 2500 persons would yield 50 persons with VL (diagnosed in the previous
year), 625 persons with subclinical infection (125 seropositive, 500 LST-positive), and 1825 controls (seronegative,
LST-negative persons). Based on the annual incidence of VL cases in the exposed and unexposed groups (1.1%
and 3.5% respectively) for bed net use (risk ratio of 0.3}, a population of 1581 would be sufficient to give 80%
power and 95% confidence. For damp house floor {(incidence in exposed and unexposed groups 2.9% and 1.0%;
risk ratio 2.8) , the total population necessary would be 1949. Because the rate of subclinical infection is so much
higher than for VL, the sample sizes necessary to give equivalent power and confidence for these analyses are
much smaller (80 and 112 for the bed net and damp floor variables, respectively).

Sample size calculations for the cohort study are difficult because there has been only one previous study of this
sort,”’ conducted in Brazil where the disease is due to a different but related parasite, L chagasi, and nutritional
factors and VL epidemiology and ecology are likely to differ from South Asia. It is unclear to what extent we can
generalize the Brazilian results to the very different setting of Bangladesh. However, in the Brazilian study, 17% of
seropositive children progressed to VL and 15% developed a milder self-healing disease.” No skin test data were
reported. Based on these data, we would expect 21 new VL cases and 19 cases of self-healing disease. There are
no data on which to base sample size calculations for risk factors; nevertheless, as an example, if one-third of the
cohort population are zinc deficient, then this sample size would be sufficient to detect a difference in progression
to fully expressed VL corresponding to a relative risk of 3.5. If it is logistically feasible, we will increase our
overall sample size to 3000 to allow for attrition and increase our power to detect differences in the cohort analysis.

C. Community assessment

In the same communities that participate in the epidemiologic study, qualitative assessments will be conducted to
develop a health education strategy to increase community awareness, involvement in decision-making, and
problem-solving in response to VL, In consultation with the community, a training curriculum will be developed to
assist villagers to recognize VL and to develop 2 community-level plan to address VL prevention and access to
health care for VL.

The specific goals of this study component are to:
1. assess understanding of VL on the part of VL patients, their family members and other members of the
community
2. learn about community efforts to prevent VL or other locally important diseases (e.g., malaria)
3. assess current bed net usage, availability, and potential barriers to bed net usage
4, identify potential facilitators and barriers to access to diagnosis and treatment
5. assess knowledge and practice on the part of local health care providers of diagnosis, treatment and
referral patterns of VL patients

To learn about the community’s perspective on VL, we will conduct focus groups and individual interviews with
members of the community, community leaders or influential people, local political and religious leaders,
traditional healers, and others who might be appropriate. Individual interviews of former VL patients identified in
the epidemiologic survey wil! be conducted to learn about their personal experiences with the disease, access to
health care, and their understanding of VL. In addition, we will interview health care providers at various levels of
the formal and informal health care system (e.g., upazilla health care workers, hospital staff, village doctors) to
assess their perspective on VL treatment, referral patterns, and their ideas on developing a health education
campaign for the residents of the endemic communities, Focus group and interview guides will be used to as a
framework for discussions on VL and health care.

C.1. Qualitative methods

Focus groups: We will assemble approximately 5-10 small groups of people in the community to discuss aspects of
VL and more general topics such as health care access.
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Individual interviews with VL patients: We will interview approximately 15-20 treated VL patients identified in
the epidemiologic survey to document their experiences with the disease and to leam about their interface with the
health care system.

Other individual interviews: We will conduct individual interviews with health care providers and with a spectrum
of influential people from the community to assess the potential to mobilize the community around the issue of VL
and to identify the most appropriate persons to deliver health education information about VL,

Previous community efforts: Through the focus groups, individual interviews and any existing documentation, we
will seek to identify previous efforts (whether around health-related or other activities, for example, dealing with
flooding) that have mobilized the community. These prior efforts may help provide a model for the most effective

. way to mobilize the community to deal with VL and other issues affecting the community.

C.2 Health Education Program Development

Through this component of the study, we hope to facilitate community participation in an effort to develop and
maintain a health education program to decrease VL transmission and enhance early diagnosis and treatment of VL
by referral to appropriate health care facilities. We will explore the current use of bed nets and the potential for
sustained efforts to make bed nets more widely available to community members.

Community-level component: The content of the health education effort will be developed based on what we learn
from the qualitative analysis. We will develop intervention activities based on VL-specific issues (VL
transmission, prevention, referral, treatment), and also include general elements or modules on leadership and
communication. Based on the initial assessment, we will identify individuals (e.g., head of a women’s group,
imam, youth leader, village doctor) from the community who would be effective in the delivery of VL prevention
and early treatment messages. Efforts will focus on enhancing their skills and to making their roles and
responsibilities public, so the community members view them as a valuable and reliable source of information and
guidance.

Health care provider-level component: This component will provide information on patterns of health care facility
practices, and ways to enhance diagnosis and care of VL patients. The Ministry of Health will utilize these data to
develop and implement a strategy to improve VL diagnosis and case management in endemic areas. This effort
may include designing an algorithm that would include the introduction of rapid diagnostic tests, for example the
rK39 dipstick. We will also seek to bring local health care personnel into community-based health education efforts
to treat and prevent VL. :

Evaluation plan: After the design and content of the community and facility-based health education programs are
formulated, evaluation plans will be developed, incorporating intermediate indicators, and if appropriate, cutcome
indicators, Evaluation of the facility component may include knowledge, attitude and practice (KAP) surveys of
health care practitioners before and after the implementation of the training program.
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D. Time line for activities

Time period

Activity

Nov.-Dec.2001

Preparation for field work, obtaining supplies, hiring personnel,

Jan—Feb. 2002 Household enumeration, community risk factor and serosurvey

Jan-Feb. 2002 Process serum specimens by ELISA, enter epidemiologic and
serologic data

Feb.-Mar.2002 "Return to field site to initiate follow-up cohort

Mar., June, Sept., Dec 2002

Entomologic sampling in villages

Mar.-June 2002

Community qualitative field work: focus groups and key
informant interviews

June-Dec 2002

Analysis of qualitative data and development of draft materials for
community health education

June-Dec¢ 2002

Preliminary analysis of serosurvey data

Sept. 2002

Follow-up visit to cohort subjects

Jan-Mar 2003

Field trial and revision of health education materials

Mar., June, Sept., Dec 2003

Entomologic sampling in villages

Mar. 2003

Follow-up visit to cohort subjects

Sept 2003 Follow-up visit to cohort subjects -
Jan. 2004 Perform micronutrient assays
Mar 2004 Final follow-up visit to cohort subjects

April 2004-Sept 2004

Analysis and preparation of reports and papers, discussion on use
of data with all collaborative partners (ICDDRB, CDC, DGHS,
WHO)
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Facilities Available

Describe the availability of physical facilities at the place where the study will be carried out. For clinical and
laboratory-based studies, indicate the provision of hospital and other types of patient’s care facilities and adequate
laboratory support. Point out the laboratory facilities and major equipments that will be required for the study. For

field studies, describe the field area including its size, population, and means of communications. (TYPE WITHIN
THE PROVIDED SPACE).

We will conduct the study in 2 or kala-azar endemic villages in Mymensingh District or Tangail District. We will
initially survey two villages, Chouduar and Neogi Kushmail, in Fulbaria Upazilla, Mymensingh District. If the
number of kala-azar cases ascertained in these 2 villages is insufficient for our study size requirements, we will add
a third village, either Mugurjora, in Trishal Upazilla, Mymensingh District, or Kumarpara in Ghatail Upazilla,
Tangail District. All four villages are accessible by vehicle without four-drive, and are within ¥ hour by vehicle
from the respective Upazilla Health Complex. All are within 1 hour by vehicle from the district capital and within
4 hours of Dhaka. UZHC personnel have expressed commitment to VL treatment and control, and the willingness
to coilaborate on the study. Patients diagnosed with VL or other diseases requiring treatment will be referred to the
Fulbaria UZHC (or in the case of the alternate villages, the closest UZHC).

Blood specimens will be transported to Dhaka, weekly during the serological survey, and ELISAs will be run in the
ICDDR,B Parasitology laboratory under the supervision of Dr. Rashidul Haque. The Parasitology Laboratory has
all the equipment necessary to run these tests. Baseline sera from the cohort of persons seropositive on ELISA or
rK39, and those with positive skin tests, will be assayed for retinol, zinc levels and acid glycoprotein (an acute
phase reactant) in the ICDDR,B Nutritional Biochemistry Laboratory under the supervision of Dr. Wahed.

Study subjects needing treatment for VL will be will be referred to the respective UZHC. We will work closely
with UZHC personnel to ensure appropriate diagnosis, treatment, and clinical follow-up.
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Data Analysis

Describe plans for data analysis. Indicate whether data will be analyzed by the investigators themselves or by other
professionals. Specify what statistical softwares packages will be used and if the study is blinded, when the code
will be opened. For clinical trials, indicate if interim data analysis will be required to monitor further progress of
the study. (TYPE WITHIN THE PROVIDED SPACE).

Data will be analyzed by the investigators in Epi-Info, SPSS and SAS software packages. The analysis will be in
three parts, the initial community-wide cross-sectional survey, the geographic analysis, and the cohort analysis for
the follow-up of seropositive persons. Data will not be blinded.

Within the cross-sectional survey, we will collect data related to expected risk factors for VL and L. donovani
infection, including housing characteristics, socioeconomic factors, presence of domestic animals and husbandry
practices, and other household level variables; and sleeping location, bed net use, selected qualitative food
frequency, and other individual level variables.

For both the cross sectional and cohort analyses, we will use logistic regression models incorporating Generalized
Estimating Equations (GEE) to assess both individual and household level risk factors, and to account for
household clustering.

Epidemiologic and entomologic data will be plotted to the household level to provide a detailed Geographic
Information System map of VL cases, asymptomatic infections, environmental features, and sand fly vector
densities. Phiebotomine sand flies fly relatively short distances and it is therefore likely that proximity to current
and previous VL cases is an important determinant of newly apparent cases of L. donovani infection and VL. GIS
analysis will allow us to address this hypothesis and search for relevant geographic patterns.**

Qualitative data analysis: In the field, a preliminary analysis of the data will be conducted on an on-going basis to
ensure that issues related to VL transmission and treatment are adequately addressed during the discussions and this
information will be used to inform further discussions/interviews or to develop additional questions. We will
develop a typology of the data to examine interconnections between the community level, inidividual, and health
facility issues related to VL.

For the subsequent formal qualitative data analysis, we will proceed according to the following method. First, the
interview data will be translated into English and then a proportion will be back-translated into Bangla to ensure
that the meaning and concepts are not lost in translation. Second, we will examine the notes for emerging themes
and sort the data according to these for use in informing key informant interviews with the community members
and with the health care providers. Third, the data will be entered into one of the standard software packages,
either EZ-Text or QSR NUD.IST, for further analysis and to inform the development of the health education
efforts.
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Ethical Assurance for Protection of Human Rights

Describe in the space provided the justifications for conducting this research in human subjects. If the study needs
observations on sick individuals, provide sufficient reasons for using them. Indicate how subject’s rights are
protected and if there is any benefit or risk to each subject of the study.

In South Asia, visceral leishmaniasis only affects humans and transmission is considered to be entirely
anthroponotic. The only way to develop effective prevention and control methods is to improve our understanding
of the disease in humans, including those who are suffering from visceral leishmaniasis.

Risks and measures taken to minimize them:

The risks to subjects are minimal and consist primarily of the discomfort of blood sampling and skin testing, and of
positive reactions to the skin test. Blood sampling and application of the skin test will cause transient pain at the
site of the finger stick lancet or needle entry. Participants with positive serology will be asked to allow the study
team to draw a venous blood specimen, 5 ml for children and 10 ml for adults. Rarely, venipuncture may cause
bruising or, theoretically, infection, but normal clinical procedures wiil used to prevent these.

The Istituto Superiore di Sanita antigen has been used safely in more than 15 studies in the last decade in
Italy, Jordan, Kenya, Sudan, and Ethiopia comprising more than 10,000 participants.'™***" 34 At the site of
positive leishmanin skin tests, there is the risk of redness, induration and itching. Positive reactions are similar to
those seen with routine tuberculin skin tests and usually resolve within one week. If there is itching, pain or
induration that the participant finds bothersome, we will offer 1% hydrocortisone cream free of charge.
Anaphylactic reactions have not been reported, and severe local reactions are very rare; no severe reactions have
been reported in the participants in the studies cited above (M. Gramiccia, personal communication), indicating that
the risk of severe reactions is less than 4 per 10,000 {equivalent to the upper 95% confidence limit for O per
10,000). If a marked inflammatory reaction were to occur, then a more potent fluorinated topical corticosteroid
such as Lidex would be supplied, and the participant would be examined by the study team at frequent intervals
until resolution of the reaction.

In addition, there will be the inconvenience of answering a questionnaire, a brief physical examination for
symptomatic persons, and baseline anthropometry and 6-monthly follow-up questionnaires for cohort participants.

Benefits

The benefits to study subjects include detection of undiagnosed VL cases with referral for treatment which may be
life-saving. For future VL patients, these data should allow the implementation of better diagnostic algorithms for
VL that may obviate the need for many invasive bone marrow or splenic aspirations, and lead to easier and more
rapid referral for appropriate care. For the community as a whole, we hope that this study will lead to better VL
prevention strategies in the future.

Use of Animals

Describe in the space provided the type and species of animal that will be used in the study. Justify with reasons the
use of particular animal species in the experiment and the compliance of the animal ethical guidelines for
conducting the proposed procedures.

None
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Dissemination and Use of Findings

Describe explicitly the plans for disseminating the accomplished results. Describe what type of publication is
anticipated: working papers, internal (institutional) publication, international publications, international conferences
and agencies, workshops etc. Mention if the project is linked to the Government of Bangladesh through a training

programme.

We anticipate that this research will result in several international publications and in a manual to help guide
community health education efforts in the future. If appropriate, parts of this work will be presented in future
warkshops on kala-azar control in Bangladesh.

This work will conducted in collaboration with the Disease Control division of the Directorate General of Health
Services, Government of Bangladesh. Data resulting from this study will be used by the DGHS to improve the
Government of Bangladesh Kala-azar Control Programme. In addition, this project will form the first step in
developing a linkage among the collaborating partners to enhance training efforts that focus on kala-azar control, in
cooperation with the World Health Organization programme on training and orientation.

Collaborative Arrangements

Describe briefly if this study involves any scientific, administrative, fiscal, or programmatic arrangements with
other national or international organizations or individuals. Indicate the nature and extent of collaboration and

include a letter of agreement between the applicant or his/her organization and the collaborating organization. (DO
NOT EXCEED ONE PAGE)

This study is a collaboration among the Disease Control division, Directorate General for Health Services,
Govemnment of Bangladesh, the ICDDR B and the Centers for Disease Control and Prevention, Atlanta, GA, USA.
Funding for the study from a CDC Global Emerging Infections Grant will be transferred to ICDDRB. Scientists
from DGHS, ICDDRB and CDC will be co-investigators on the study.
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Biography of the Investigators

Give biographical data in the following table for key personnel including the Principal Investigator. Use a

photocopy of this page for each investigator.

i Name: Yukiko Wagatsuma

2 Present position:  Scientist, Public Health Sciences Division, [CDDR, B

3 Educational background (last degree and diploma & training relevant to the present research proposal)

M.D., University of Tsukuba, Japan, 1987

D.T.M., Tropical Medicine, University of Tokyo, Japan, 1987

M.P.H,, International Health, Johns Hopkins University, USA, 1990

Dr. P.H., International Health, Johns Hopkins University, 1996
Certificate in Health Economics, Joint Programme of London School of Economics and
London School of Hygiene and Tropical Medicine, 1999

R

List of ongoing research protocols (start and end dates; and percentage of time):

# 2000-023: Emergency research programme to enhance dengue prevention and control

programs in Bangladesh; vector surveillance and control component.

#2000-025: Combined interventions to promote maternal and infant health.
#2000-026: Drug resistance monitoring and community-based case-management using

dipstick for malaria diagnosis in Bangladesh.

#2000-028: Population-based evaluation of Shigella infection in an urban area of Dhaka,

Bangladesh.

4.1. As Principal Investigator

Protocol Number Starting date End date Percentage of
time
#2000-023 16/08/2000 31/12/2001 20%
#2000-026 3 years after starting {not yet started) 30%
4.2. As Co-Investigator
Protocol Number Starting date Ending date Percentage of time
#2000-025 01/11/2000 30/10/2005 30%
#2000-028 01/07/2001 30/06/2003 5%
5 Publications
Types of publications Numbers
a} QOriginal scientific papers in peer-review journals 10
b) Peer reviewed articles and book chapters 2
¢) Papers in conference proceedings 9
d) Letters, editorials, annotations, and abstracts in peer-reviewed journals 2
¢) Working papers 6
f) Monographs 1
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6 Five recent publications including publications relevant to the present research protocol

1) Richter J, Wagatsuma Y, Aryeetey ME. Feldmeier H. Sonographic screening for urinary tract
abnormalities in patients with Schistosoma haematobium infection; pitfalls in examining pregnant
women. Bull World Health Org 1996;74(2):217-221.

2) Abdel-Wahab MF, Campagne G, Doehring E, Garba A, Hammou A, Hatz C, Homeida MMA,
Kardorff R, Magak PW, Mbaye A, Olveda RM, Qurashi MA, Ramarokoto CE, Richter J, Traore M,
Wagatsuma Y, Zhongdao W. WHO Niamey Working Group. Ultrasound in schistosomiasis: A practical
guide to the standardized use of ultrasonography for the assessment of schistosomiasis-related morbidity.
World Health Organization TDR/SCH/98.8

3) Wagatsuma Y, Aryeetey ME, Sack DA, Morrow RH, Hatz C, Kojima S. Resolution and resurgence of
S. haematobium-induced pathology following community-based chemotherapy in Ghana as detected by
ultrasound. J fnf Dis 1999;179(6):1515-1522.

4) Aryeetey ME, Aholu C, Wagatsuma Y, Bentil G, Nkrumah FK. Health education and community
participation in the control of urinary schistosomiasis in Ghana. East African Medical J 1999; 76(6): 324-
329.

5) Hossain MI, Wagatsuma Y, Chowdhury MA, Ahmed TU, Ashrafuddin M, Sohel SMN, Kittayapong

P. Analysis of some socio-demographic factors related to dengue/dengue haemorrhagic fever outbreak in
Dhaka City. Dengue Bulletin 2001 (in press).
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Biography of the Investigators

Give biographical data in the following table for key personnel including the Principal Investigator. Use a
photocopy of this page for each investigator.

1 Name: Caryn Bem, MD, MPH

.

Present position: Medical Epidemiologist, Division of Parasitic Diseases
Centers for Disease Control and Prevention, Atlanta USA

3 Educational background: MD, Stanford University School of Medicine, 1978
MPH, Johns Hopkins School of Hygiene and Public Health, 1989
Epidemic Intelligence Service, CDC, 1990

4  List of ongoing research protocols NONE at ICDDRB currently
(start and end dates; and percentage of time)
5 Publications
Types of publications Numbers
a) Original scientific papers in peer-review journals 22

b) Peer reviewed articles and book chapters

c) Papers in conference proceedings

c) Letters, editorials, annotations, and abstracts in peer-reviewed journals
d) Working papers

b} Monographs

Wwlra e

6 Five recent publications including publications relevant to the present research protocol

Bern C, Jha SN, Joshi AB, Thakur GD, and Bista MB. Use of the recombinant K39 dipstick test and the direct
agglutination test in a setting endemic for visceral leishmaniasis in Nepal. American Journal of Tropical Medicine
and Hygiene 2000; 63(5-6):153-157.

Bemn C, Joshi AB, Jha SN, Das ML, Hightower A, Thakur GD, and Bista MB, Factors associated with visceral
leishmaniasis in Nepal: bed net use is strongly protective. American Journal of Tropical Medicine and Hygiene
2000; 63 (3-4):184-8.

Bern C, Hernandez DB, Lopez MB, Arrowood MJ, de Mejia MA, de Merida AM, Hightower AW,
Venczel L, Herwaldt BL. and Klein RE. Epidemiologic studies of Cyclospora cayetanensis in Guatermala.
Emerging Infectious Diseases 1999;5:766-774.

Bern C, Garcia HH, Evans C, Gonzalez AE, Verastegui M, Tsang VCW, and Gilman RH. Magnitude of the disease
burden from neurocysticercosis in a developing country. Clinical Infectious Diseases 1999:29:1203-9.

The Cuba Neuropathy Field Investigation Team. Epidemic Optic Neuropathy in Cuba; Cllmcal Characterization
and Risk Factors. New England Journal of Medicine 1995;333:1176-1182.
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Biography of the Investigators

Give biographical data in the following table for key personnel including the Principal Investigator. Use a
photocopy of this page for each investigator.

+1. Name - Dr. Kanak Ranjan Talukder
2. Present position : Director, Disease Control, DGHS, Mohakhali, Dhaka.
3. Educational background : MBBS, DPH, International Course on Advanced

(last degree and diplama & training Training for Tropical diseases Control Programme
relevant to the present rescarch proposal) ~ Managers, Training on Vector Borne Disease Control

4. List of ongoing research protocols
(start and end dates; and percentage of time)

4.1. As Principal Investigator

Protocol Starting date End date Percentage of
Number time
01 27.05.2001 26.05.2002 5%

4.2. As Co-Principal Investigator

Protocol Number Starting date End date Percentage of time

4.3, As Co-Investigator

Protocol Starting date Ending date Percentage of
Number time
01 July,2000 June, 2002 1%

5. Publications

Types of publications Numbers
a) Original scientific papers in peer-review journals
b) Peer reviewed articles and book chapters
¢) Papers in conference proceedings
d) Letters, editorials, annotations, and abstracts in peer-reviewed
journals
&) Working papers
f) Monographs
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Biography of the Investigators

Give biographical data in the following table for key personnel including the Principal Investigator. Use a
photocopy of this page for each investigator.

Name Position Date of Birth

Robert F. Breiman, M.D. Associate Director, ICDDR,B Nov. 17,1953

Acting Director, Health Systems
Research Division

Head, Programme on Infectious
Diseases and Vaccine Sciences

Academic Qualifications (Begin with baccalaureate or other initial professional education)

Institution and Location Degree Year Field of Study
University of Arizona B.A. 1975 Political Science
University of Arizona M.D. 1979 Medicine

UCLA Affiliated Hospitals Residency 1979-1983 Internal Medicine
UCLA Fellowship 1984-1987 Infectious Diseases
CbpC Fellowship 1987-1989 EIS Program
Research and Professional Experience

1. Investigator on molecular biology of Legionella preumophila in the laboratory of Dr. Marcus
Horwitz, 1984-7, UCLA, Los Angeles, CA

Epidemiologic Research in Respiratory Diseases, CDC, 1987-2000

Chief, Respiratory Disease Branch, Epidemiology Section, CDC; 1989-1997

Director, U.S. National Vaccine Program Office, 1995-2000

Head, Programme on Infectious Diseases and Vaccine Sciences, ICDDR,B;2000-present

Yo

Bibliography (5 recent articles)

Breiman RF, Ginsberg AM. An overview of the Proceedings of the International Symposium on tuberculosis
vaccine development and evaluation:recognizing and addressing the barners. Clin Infect Dis 2000;30(Supp!
3):5199-200.

Breiman RF, Keller DW, Phelan MA, Sniadack DH, Stephens DS, Rimland D, Farley MM, Schuchat A,
Reingeold AL Evaluation of effectiveness of the 23-valent pneumococcal capsular polysaccharide vaccine for
HIV-infected patients, Arch Intern Med. 2000;160:2633-8.

Benkel DH, McCiure EM, Woolard D, Rullan JV, Miller GB Jr, Jenkins SR, Hershey JH, Benson, RF,
Pruckler JM, Brown EW, Kolczak MS, Hackler RL, Rouse BS, Breiman RF. Outbreak of Legionnaires'
disease associated with a display whirlpool spa. Int J Epidemiol. 2000;29:1092-1098.

Breiman RF. Vaccines as Tools for Advancing More than Public Health: Perspectives of a Former Director of
the National Vaccine Program Office. Clin Infect Dis 2001; 32:283-288,

Kombo LA, Gerber MA, Pickering LK, Atreya CD, Breiman RF. Intussusception, infection, and
immunization: summary of a workshop on rotavirus. Pediatrics. 2001 Aug;108(2):E37.
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Budget

All costs are expressed in US dollars.

Man- Man- Man-
PERSONNEL Level Pay mos. Year | Pay mos. Year2 Pay mos. Year3 TOTAL
Yukiko Wagatsuma P-4 3% 3168 3% 3295 3% 3427 9890
Rashidul Haque NOC 5% 764 5% 795 5% 827 2386
A.S.G. Faruque NOD 5% 1092 5% 1136 5% 1181 3409
MD study coordinator NOA 659 3 1977 685 3 2055 713 3 2139 6171
Study coordinator GS6 325 4 1300 338 4 1352 352 4 1408 4060
Entomologist GSe 325 4 1300 338 4 1352 352 4 1408 4060
Paramedic (female) G54 191 16 3056 199 4 796 207 4 828 4680
Focus group leaders GS4 191 12 2292 189 2 398 207 2 414 3104
Field workers GS3 157 16 2512 163 4 652 170 4 680 3844
GIS data mgmt officer GS3 157 2 314 314
Lab tech G83 157 4 628 163 1 163 170 1 170 961
Entomologic technicians GSi 114 12 1368 119 8 952 123 8 984 3304
Personnel Subtotal 19771 12946 13466 46183
TRANSPORT
Local transport/ICDDRE Transport 4500 3600 2880 10980
Lodging/Local per diem 3200 2400 1920 7520
Transport subtotal 7700 6000 4800 18500
SUPPLIES AND EQUIPMENT
Antileishmanial therapy 2380 1540 1540 5460
Nutritional assays 3000 3000 6000
Miscellaneous costs and supplies 3637 1816 1034 6487
Lab supplies 500 500
Supplies and equipment subtotal 6517 6356 5574 18447
DIRECT 33988 25302 23840 83130
INDIRECT 8497 6326 5960 20783
TOTAL 42485 31628 20800 103913 ?

21-10-209)

Shamima Maoin
Controtler, Budgst & Costing
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Budget Justifications

Please provide one page statement justifying the budgeted amount for each major item. Justify use of man power,
major equipment, and laboratory services.

We anticipate that most of the epidemiologic fieldwork will be carried in a 2-month peried, during which study
teams will assemble a household roster and history of reported KA in all households in the village, followed by
collection of blood specimens, placement of skin tests and a more detailed risk factor questionnaire. Serologic
testing will be carried out in Dhaka soon after blood collection. As soon as serologic results are available, we will
return to the study villages to examine all seropositive persons and refer those with possible KA. Subsequent years
of study will consist largely of follow-up of seropositive but asymptomatic persons, and evaluation and referral for
treatment of new cases of KA. Entomologic specimen collection will be done four times per year to document
seasonal variation.

Thus we have planned a fairly large data collection team and 4 months of transport for the first year, with
proportionately less manpower and transport in subsequent years. The entomologic team will remain stable for the
duration of the study.

Other Support

Describe sources, amount, duration, and grant number of all other research funding currently granted to PI or under
consideration. (DO NOT EXCEED ONE PAGE FOR EACH INVESTIGATOR)

Wagatsuma, Y
ACTIVE
1. USAID/W/ID Jan 2000-Dec 2003 50% effort
Responsible: Coordination, Infectious Disease Initiatives $150,000
2. Japan Government Apr 2000-Mar 2003 30% effort
Low Birth Weight Study

Fetal ultrasound component (PI: Y Wagatsuma) was integrated into the umbrella
protocol of “Combined Interventions to Promote Maternal and Infant Health” funded by

UNICEF and NIH. $2,582,389
3.1VI July 2001-June 2003 5% effort
DOMI-Shigellosis: Population-based evaluation of Shigella infection in an urban area of
Dhaka, Bangladesh $940,246
PENDING
(NONE)
OVERLAP
None
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APPENDIX

International Centre for Diarrhoeal Disease Research, Bangladesh
Voluntary Consent Form

Title of the Research Project: Community-based epidemiologic study of visceral leishmaniasis in
Bangladesh

Principal Investigators: Yukiko Wagatsuma, MD, ICDDR,B
Caryn Bern, MD, CDC
Robert Breiman, MD, ICDDR,B

Before recruiting into the study, the study subject must be informed about the objectives, procedures, and potential benefits and
risks involved in the study. Details of all procedures must be provided including their risks, utility, duration, frequencies, and
severity. All questions of the subject must be answered to his/ her satisfaction, indicating that the participation is purely
voluntary. For children, consents must be obtained from their parents or legal guardians. The subject must indicate his/ her
acceptance of participation by signing or thumb printing on this form.

1. PATIENT INFORMATION AND CONSENT FORM FOR HOUSEHOLD
ENUMERATION ONLY

Please ask our study staff to explain any words or information you do not understand. If you agree to be in the
study, we will give you a copy of this consent form.

Introduction The Directorate General of Health Services, Government of Bangladesh, the International Centre for
Diarrthoeal Disease Research, Bangladesh and the Centers for Disease Control and Prevention, USA, are doing a
research study in Bangladesh to learn more about an illness called kala-azar. This illness causes fevers, swelling in
the belly, weight loss and weakness. People can die from kala-azar if they do not receive treatment. Kala-azar is
caused by a parasite carried by a very smalfl fly, We are asking you/your child to take part in this study because
there are people with kala-azar in your village.

Purpose We hope to do a kala-azar research study in a part of your village. This preliminary survey is to identify
the part of the village with the highest number of kala-azar cases. Later on, we will come back to that part to do the
research study.

What we will ask you to do We will ask you some questions about you and the members of your househeld, their
health and past illnesses. This will take from 2 to one hour. You do not have to answer any questions you do not
want to. If anyone in your household is ill and we think it is kala-azar, we will write a letter for you to take to the
nearest government hospital to get more tests to confirm the disease and get adequate treatment. The drug to treat
kala-azar is given for free at government hospitals.

Benefits.

1. This study will help you to get treatment free of cost if we find you/your child have kala-azar.

2. The results of the study will help us plan better programs to find, treat and prevent kala-azar for your village and
other villages in Bangladesh.

Risks There are no risks to this part of the study, only the inconvenience of answering some questions and giving
us % hour of your time.

Alternatives Your doctor will decide the treatment if you/your child have kala-azar, Bangladesh has national
guidelines for treatment of kala-azar. The study will not change your treatment.

Being in the study is voluntary. It is up to you whether you/your child will be in the study. Youw/your child may
decide not to take part, or to quit the study at any time. This would not affect your/your child’s care or any other
benefits.

Confidentiality. Your name/your child’s name will be kept secret as far as we can do so. We will record your name

and address, so that we can identify your house. This information will not be given to anyone except the health
workers doing our study.
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| Questions, If you have questions about the study, please contact your Upazilla Health and Family Planning Officer,

| Director, Communicable Diseases, Directorate General of Health Services (Phone 988-0948), or Dr. Yukiko

f Wagatsuma at ICDDR,B (Phone 881-1751). If you have questions about your rights as a research subject, please
contact Mr. Bejoy Saha, Ethical Review Committee Secretariat, [CDDR,B, Dhaka, (Phone 881-1751).

Study code number affix ID code label here

Name of subject (print)

I have read this consent form or someone explained it to me. I freely agree to be in the household enumeration.

Signature or fingerprint of head of household

s

Signature of witness Date
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International Centre for Diarrhoeal Disease Research, Bangladesh
Voluntary Consent Form

Title of the Research Project: Community-based epidemiologic study of visceral leishmaniasis in
Bangladesh

Principal Investigators: Yukiko Wagatsuma, MD, I[CDDR,B
Caryn Bern, MD, CDC
Robert Breiman, MD, ICDDR B

2. PATIENT INFORMATION AND CONSENT FORM FOR HOUSEHOLD-BASED
KALA-AZAR STUDY

Please ask our study staff to explain any words or information you do not understand. If you agree to be in the
study, we will give you a copy of this consent form.

Introduction The Directorate General of Health Services, Government of Bangladesh, the International Centre for
Diarrhoeal Disease Research, Bangladesh and the Centers for Disease Control and Prevention, USA, are doing a
research study in Bangladesh to learn more about an illness called kala-azar. This illness causes fevers, swelling in
the belly, weight loss and weakness. People can die from kala-azar if they do not receive treatment. Kala-azar is
caused by a parasite carried by a very small fly. We are asking you/your child to take part in this study because
there are people with kala-azar in your village,

E Urposes

Firstly, we wish to learn more about why some people get kala-azar and others do not. This information will help
to plan ways to stop the spread of kala-azar in the future.

Secondly, to find better blood tests for doctors to use to find out if a person has kala-azar. Right now the best test is
to put a needle into the bone to look for the organism in the blood inside the bone. We want to find the best test
that uses blood taken from the finger or arm. This hurts less than taking blood from the bone.

Thirdly, we would like to learn how and where people get treatment when they have kala-azar. We hope this
information will help people to get better treatment in the future.

Finger stick blood test, skin test, and household survey.

For the above purposes,

1. We will take a few drops of blood from your/your child’s finger to do several different blood tests for kala-azar,

We will have these results after 1 month.

2. We will do a skin test to test whether you had kala-azar infection in the past.
To do this, we use a very small needle to inject a few drops of a liquid just under the skin of the arm. The
liquid is made from kala-azar parasites that are killed. Some people will get a red bump about the size of a
25-paisa coin at the place of injection. The pecple who get a bump will probably never get kala-azar
because their bodies can fight it off. The bump usually does not hurt, but it might itch. It will usually go
away in one week or less. Some people who have this test may get a red bump that is bigger than usual, or
that hurts or itches a lot. If you/your child get a bump that hurts or itches a lot, we will give you a
medicated cream to help it go away more quickly and our medical personnel will come to check on
youw/your child until the bump gets better, The injection cannot infect you/your child with kala-azar. It will
not make yow'your child sick.

3. We will ask you some questions about you and the members of your householid, their health and past illnesses,

where they sleep, and about your house, land, and animals, We will also ask some questions about anyone in your

household who died in the past 3 years to see if the cause might have been kala-azar. All of this will take from V2

to one hour, You do not have to answer any questions you do not want to.

4, We may collect sand flies from inside and outside your house, and from your cattle shed.

Focus groups and interviews.

1. In the future, we may ask you to take part in a group discussion with other people from your village. We want to
understand what you think about kala-azar and health care in general. This group discussion takes about 1 hour.

2. If you/your child had kala-azar, we may ask if we can talk to you by yourself for about 2 hour. This is so that
we can understand what happened when you/your child got sick, and during your/your child’s treatment.
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Record review. If yow/your child have been treated for kala-azar, we ask that you allow us to check medical records
held by you or by the health complex to see what tests the doctor did and what treatment s/he gave.

Follow-up if finger stick blood test is positive.

Sometimes the finger stick blood test can be positive in people who do not have kala-azar. We do not know exactly

what this means. Sometimes it may mean that the person had a very mild case of kala-azar in the past. Sometimes

it may mean that the person may later develop kala-azar. Ifthe blood test is positive, we will come back about one |
month from now to tell you and talk again about this next part of the study.

If the blood test is positive, but you/your child are not iil;

1. We will ask several more questions about your/your child’s health and check to see if yow'your child have
swelling in the organs of your belly.

2. We will ask yow/your child to give us a bigger blood sample, a total of about one teaspoonful for 3-9 years and 2
teaspoonful for 10 years and above from the arm instead of the finger, This is to do tests for vitamins and other
factors that may change your body’s ability to fight off kala-azar. Only children 3 years and older will be included
for this exercise and we are not taking blood for children less than 3 years. ‘

3. We will come to see yow/your child every 6 monthg for the next 2 vears to make sure yow'your child haven’t
become ill.

4. If you/your child become ill with a fever lasting 2 or more weeks any time during the study, you may contact us
at the number listed below, or you may go to your closest Community Clinic or Upazilla Health Complex.

If the blood test is positive and yow/your child are ill:

1. Our medical personnel will ask several more questions about your/your child’s health and check to see if

you/your child have swelling in the organs of your belly.

2. We will ask you/your child to give us a second blood sample, a total of about one teaspoonful for less than 10

years and 2 teaspoonful for 10 years and above from the arm. This is to do tests for vitamnins and other factors that

may change your body’s ability to fight off kala-azar. Blood sample will be also taken from children less than 3

years old if kala-azar is clinically suspected.

3. We will write a letter for you to take to the nearest Upazilla Health Complex or District Hospital to get more ‘
tests to confirm the disease and get adequate treatment. The drug to treat kala-azar is given for free at the Upazilla

Health Complex. If needed, we will help with the costs of transportation and of treatment. ‘
4. We will come to see you/your child every 6 months for the next 2 years to see how you are.

Benefits. |
1. This study will help you to get treatment free of cost if we find yow/your child have kala-azar. ‘
2. The results of the study will help us plan better programs to find, treat and prevent kala-azar for your village and

other villages in Bangladesh.

Risks and discomfort.

1. You/your child will feel a small sting like a pin prick when we take the blood sample. You/your child may get a
small bruise where the needle goes in but this will go away soon. Rarely taking blood may cause infection, but we
will try to prevent this by using sterile needles and cleaning the skin before taking the blood sample.

2, Youw/your child may get a red bump and itching where the skin test was injected. More than 10,000 people have
had this test with no serious reactions.

Alternatives.

Your doctor will decide the treatment if you/your child have kala-azar, Bangladesh has national guidelines for
treatment of kala-azar. The study will not change your treatment.

Being in the study is voluntary.
It is up to you whether you/your child will be in the study. Yowyour child may decide not to take part, or to

quit the study at any time. This would not affect your/your child’s care or any other benefits.

Compensation.
If you are hurt as a result of being in this study, the study staff will help you to receive treatment at the closest

District Hospital. This treatment will be free of charge. CDC and ICDDRB do not normally pay for harm done
to you as a result of being in a research study. However, by signing this consent form and agreeing to be in this
study, you are not giving up any of your rights. If you believe that you have been harmed, please contact Dr,
Bijoy Saha, Head of Human Subjects Review Committee, ICDDR,B, Dhaka, (Phone 881-1751) for information
on your rights and advice on how to proceed.
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Confidentiality.

Your name/your child's name will be kept secret as far as we can do so. We will record your name and address,
so that we can tell you the test results. This information will not be given to anyone except the health workers
doing our study.

Questions.
If you have questions about the study, call your Upazilla Health and Family Planning Officer, Director,

Communicable Diseases, Directorate General of Health Services (Phone 988-0948), or Dr. Yukiko Watsugama
at ICDDR,B (Phone 881-1751}. If you have questions about your rights as a research subject, please contact
Mr..Bejoy Saha, Ethical Review Committee Secretariat, ICDDR,B, Dhaka, (Phone 881-1751),

Study code number affix ID code label here

Name of subject (print)

I have read this consent forin or someone explained it to me. ! freely agree to be in/(to have my child be in) the
study.

Signature or fingerprint of subject Signature or fingerprint of parent/guardian
Required for subjects > 18 Required for subjects < 18

Storage of blood samples. If you agree, we will store the sample after the study is over. We will use the sample
1o try out future diagnostic tests for kala-azar to see if they work. We may also look in your sample for other
infections, or for blood factors that make people more likely to get sick from kala-azar. After our study ends,
we will take your name off the sample when we store it so we will not be able to report the results of future tests
to you. We will not do human genetic testing or HIV testing on the sample. We will store the sample about 20
years. If you are willing to have us test your sample now, but you do not want us to store the sample, you can
still take part in the study. We will record your wishes about whether we can store your sample on this form.

I give permission to store my/my child’s blood sample.

Signature or fingerprint of subject

— A

Signature of witness Date
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International Centre for Diarrhoeal Disease Research, Bangladesh
Voluntary Consent Form

Title of the Research Project: Community-based epidemiologic study of visceral leishmaniasis in Bangladesh

Principal Investigators: Yukiko Wagatsuma, MD, ,ICDDR,B
Caryn Bemm, MD, CDC
Robert Breiman, MD, ICDDR,B

3. ASSENT FORM FOR CHILDREN 7 - 17 YEARS OLD

We are trying to learn more about an illness called kala-azar. This illness causes fevers, swelling in the belly, weight
loss and weakness. We want to find the best blood test for this illness. Also this study will help us plan better
programs to find, treat and prevent the illness.

If you agree to take part, we will ask you to allow us to do 2 tests. We will take a few drops of blood from your finger
to do a test for kala-azar. If this test is positive, we will check to make sure you're not sick and we wiil come back
every 6 months to see if you are still well,

We will also give you a very small shot in your arm. This means you will feel a small stick. Then we will visit you
again in 2 or 3 days to see if there is a bump where we gave you the shot.
We will also ask some questions about your health, where you sleep, and what you eat.

You do not have to join this study if you do not want to. If you don’t, it will not affect anything at home or in your
health care. You can quit the study at any time. If you do decide to join, you will help us to help the people in this
village protect themselves against kala-azar.

We will record your name and address, so that we can tell your parents (or guardians) the results of our tests. We will

not give the results of your tests to anyone but you, your parent/guardian and your doctor. Please ask us if you have
any questions. We are happy to answer them at any time.

Study code number affix ID code label here

Name of subject (print)

I have read this consent form or someone explained it to me. I freely agree to be in/(to have my child be in) the study.

Signature or fingerprint of child

A AL

Signature of witness Date
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International Centre for Diarrhoeal Disease Research, Bangladesh
Voluntary Consent Form

Title of the Research Project: Community-based epidemiologic study of visceral leishmaniasis in Bangladesh

Principal Investigators: Yukiko Wagatsuma, MD, ICDDR.B
Caryn Bern, MD, CDC
Robert Breiman, MD, ICDDR.B

4. PATIENT INFORMATION AND CONSENT FORM FOR PARTICIPANTS IN
QUALITATIVE COMPONENT ONLY

Title: Community-based epidemiologic study of visceral leishmaniasis in Bangladesh

Principal investigators: Caryn Bern, MD, CDC
Yukiko Wagatsuma, MD, ICDDRB
Robert F. Breiman, MD, ICDDRB

Introduction

The International Centre for Diarrhoeal Disease Research, Bangladesh and the Centers for Disease Control and
Prevention, USA, are doing a research study to learn more about an illness called kala-azar. This illness causes fevers,
swelling in the belly, weight loss and weakness. People can die from kala-azar if they do not receive treatment. We are
asking you to take part in this study because there are people with kala-azar in your community.

Purpose.
We are doing this study for three purposes: (1)} To learn more about why some people get kala-azar and others do not.

We hope to use this information help stop the spread of kala-azar in the future. (2) To find better tests for kala-azar. (3)
To lean about how and where people with kala-azar get treated. We hope to use this information to make it easier for
people to get good treatment in the future.

Focus groups and interviews.
If you agree to take part in the study, we may ask you to participate in a group discussion, an individual discussion, or

both.

1. We may ask you to take part in a group discussion along with other people in the community who may be involved
in care of patients with kala-azar. This is so that we can understand what you and other people think about the
diagnosis and treatment of kala-azar, and health care delivery in the community. This group discussion takes about |
hour.

2. We may ask if we can talk to you by yourself for about 2 hour. This is so that we can understand in more detail
how you think about kala-azar and health care for patients with kala-azar.

Benefits. The results of the study will help us plan better programs to find, treat and prevent kala-azar in Bangladesh.
Risks. There are no risks to this part of the study.

Beinrg in the study is voluntary. It is up to you whether you will take part. You may decide not to take part, or to
quit the study at any time. This would not affect your job or any other benefits.

Confidentiality. Your name will be kept secret as far as we can do so. Individual information will not be available to
anyone except the health workers doing our study.
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Questions, If you have questions about the study, call your Upazilla Health and Family Planning Officer, Director,
Communicable Disease Conirol, Directorate General of Health Services (Phone 988-0948), or Dr. Yukiko Watsugama
at ICDDR_B (Phone 881-1751}. If you have questions about your rights as a research subject, please contact Mr..Bejoy
Saha, Ethical Review Committee Secretariat, ICDDR,B, Dhaka, (Phone 881-1751).

Study code number affix ID code label here

Name of subject (print)

I have read this consent form or someone explained it to me. I freely agree to be in the study.

Signature or fingerprint of subject Signature of witness

A
Date

38



Afafe2
eweF SHANT AT (FH, G, GIFl, o=
TS o9

TIEA IR e FHeHb-ewe ARenee wife o9 fermm Frrafamte

Y AT TSRS GHIsTOIA
T IR
346 JI2WE

[ITaRey TEefed WL AT IER Ty, *Ee, FER Ae-Fho AT G FHTS
A | NIAGE [{feg ~rafe, SNHa arEemmel, S (@ [ AEIF 8 Oind TSl ¢ (T T00E
TS (A | ALIATTFIAE TTE 2T AT ¢ TIAGHS B8a e I 92 SR '€ TAS TR @,
I LA 7 Tl I F FA A I O TR | e oved SR Pret-iel 11 sfeeRed
TS TR NS A | FMTAFRIE IR TWS-2Td O Ad 999 4w3 Witma Ty sasemm
$R/SR firea wefe e wmits =04 i)

. oy ARAfie wRveR o o ¢ sfs-sa

{@ A *7Ed (FM =% 91 9 T I AEIN FACS ©f [G@m 94 | g (aary e fFre/siema
e Sl T 20F WIS 93 FafS-oras a3 3% qen =@ |

izt IETr TR Y Retn Tgeifven; Sedcs TR CEER @m, IR, Tk,
JIETT; G932 AEEFR @19 T ¢ ofor@y @8 FEgT T 9T o0 e [eifis oes
aF IR AR TR | @2 Prd FAR GE, (IR o (R SR W FOE e, 6T
e, et Benfe Bompel (el (°; ToE i ek TR T9 @ TS =T | (2B «@F 409 wifg
74l AT OF (AR FAEE THGAAE FIACT PG | @RY AR ST FEARER FA MR,
TS SE! @ IR /o4 g Segied Sgafs vt |

STRETR BT SR IR ATTE O9F SEH FEGET T aFh 19 T biftr | @2 gufiis
TR ST QTR (@1 W FRIGER e A @ vl f{fy w1 <t e s e o
S SRR S 3rea STt

T WA T FACS RN A S ST 8 WAAR ARRIEE 00 904 715 @ AR
SFOR AR g e TR | QT >/ TV (ATF > THI ATY A | AR I FAA @ @ @
T TR R 18 TS Sitae | g wWiAmE ARIR S e SR I SN e W Ol
a1 o @ 7 ¢ Sy fofeei oy Fetes! Taaid ofeeal-ary A1oiE! | e fofen-ara
ey e fofeet grem =7

TR WA T QI wres () I Snemrg/aiema Afdangs Fiar siege (e o a3
SRR S T o R 9 e, w0 [REngen o BreeTe Atem R (| (R) 4R IEaE
TP 2[0S AWWAE @ AT G392 IEWR I I FEASET P Aqewad, B, ¢
ARSTAN SR AT TGS THIH! LTHA LTS T |

STTRRA NIRRT Y0 TSR @2 NIINNT IAAR FE 4T Te (TeTR AWfEe sofaut
TGl G191 IS IR | 19 @ T 3/ 91 79 Fee A |




RTg TG TOAR/AR CIFREE FA A AFE AR IR RS WY (R 944l
e Fieors e sarnd aqad s B Fare w93 TR Sl R
e fofFeTa @ F9raie 9503 41 |

SRTAH SRATRN CTRIETS A/ A Froa T HTEAE Wiz T4 F=feig saere 28 |
oA/ et P @3 IR WigEE S FACO HAIEH WG FALAR ARG (@AY TS
NI FACS A | TS W/ g weifRe ofteh @ wrg-rm gk om e
K ceill

TSz SeFE/ SeR fieg JI9 SE Toug A (NS DN | S oG T ¢ S A
T WS TR WA AG! TS FA00 A | 474 O G TEIAT TS G QST O TG (1eT
RISl

feraions Saa ANE WU M &7 RTE e O BotEen Y ¢ oAffRe T FEenE 9ed
“Afasrers, T Qi FFad, =g TQekEcers Sfinda (GRITTIT 7t sbronsy) WA T3 ZER™HTH
STMSHIE WG EF SHamg Iawel (g, AEnw™, @ Fmg (GRTw F vrddaes) it
FACS A | RN FLAYTARA! [0 W SR A0 A2a TR AP A9l qigeiifos
THAMY EE (@, Qe @3 WS srfieTow $fibe A, e Rem qew na'w o
(CORTT F2-bbrddaed) AT T4 «

AR AT 797 (947w ~Iffofs 791 Feaifere owa)s
TR SRS AINg

W @3 TRe-a 2TSfe/ AWM Ataadia T @3 T o S Fefrs st | ae
wrUia fefare wift crg W2 siase wR/ae fiog seele wqats fftz |

+fqaa guitTa TrEa/ Bemz AR T fraacee/ afeiisg =reg
wifads wifag wifads

C7-7 -2




AR
A [SF AT IEH (F7, W, DIF, A
AR -ThS 7@|

ST TR Piemie SCHG-ase 2fftfedes Wit = fermm femmfamitem |
A4 AP RSACH! GTATS

e

G JEWA
[T STTYET TN ARAZAFIANG AR ST, *w(s, TR Ae-F© TNHK T2 WA
T | T [y o=l i ameTet, B (AF [{Ame R ¢ SIhd TUFS! ¢ (TN ARCE
TFITS Z0A | WU AR AT T ¢ ABREES 06d is @ 93 SHE @8 TS TE (¥,
NIRRT S 2R a1 A 7 T 7= SN Sird TRAA | femma cva s el 11 sfverted
TS FE (TS TR | AHETHAE T2 UG- O ArFd WA B Wit O Ataweits
S/O Pron Sl s SRS 74 (]

3. AR TR T ST T O @ THf-o

(@ 7S “ITaR T =T 9 5 T I IE FACS ©f A FF | @ TR A fre/anamr
e SR NS O WAE @R A - o idd qFie F (e 3 |

Gty A TSR Ay [Renm syeifines; wewiies Snamy swTws (g, G0, B,
QENOT; GF2 WNEFE @it FaEa ¢ JfSEy @ TR e 9F SR JEE iR wee
a9 STaRell ARG TR | 9% P FAE G, oFF @, G “1em, et Tt el @
;oY FofeeTa oo #77 131 ¢ (O AA | (@ 1T (e A 79 AZe 9T @ AmEa
TG T FEIGE T (TG AT AT IEGER B SR, G Wi 9 SiEe
oA/ fron sefes saafs sk |

STIE Bres QUTSs AL @ ATTEAN WG TACS 512 (4 $iCal FIieE 7 [E FUws =7 1l |
¢3 T FNWAE SHHTS FEAGED AR @Y TS 41 | [eigs: @t FeeE FeR &
TIIT FE ST WEA AT YOS 52 | T YT (T AW I I @RI TR FEGS
fadfrma s Sty | g W3 rafs ® @RS SR ©fF SR SEd T (F 7% [ @i Fefw
T3 A S (7S IR | Tolwe: IR WS BiR Sl A ey 93 iRl (9w o
pfewn w1 @ Y SfiEre FAmR S St e ire A TR )

HATER ISR A, QI Adw a3k A whie
TS IR

. SINEH SR/ Ren wmem w0 S I I R I FEGE WA
fafeq warm 13! IR | Q T ST FAFA 9F A 9T T WA |

X, WP/ e i e SUT SegE 2eafe [ ot s ey S G AR F90
« BT SR AR/ g gred foea s @5 o A o s it e T
ol T | 9 OFE i FEGEA TO G (ATF 0OA1 | 4T FCH I FICH IAEHITA
T GF51 HF T AW §F e I 49 8 FET BHS A, e AETSS ©HA (FHR
FEGRA TR T MR X1 @ @R [T T90e 79 | 93 (TEgS MAFTe ] IFEA,

| ' | CF -3



T3 pASIS AITE | @ T T A O S AN T2 CGF T | A IA G HCA @R
TE (TS AIITA, AT I TS~ S3A (@N Fories ={iR 1 3 sz sietara Fiea mid =
A @ P @ T TGS ARE W T @F T Grer 394 TS (e, «3e
Trama fofsen sl gofie ofe @ R oRe o T AW wevd o' W A
AT/ ErE AArw FHE | G2 ITEEHTIE FE AR/ ey SeeR W@k
TR (2 GTA(E AAACF/ AR oS Sgye FHa1 |

9, T OIS WANR @ SANR SARREE TR 9N 8 WIFE NI, e (e
FF, IR WA !, T G %7 [N g 2% Sl | 7S 0 IR WG WA
“ffaIER S T TR 4 @R A FIGE OF NG T [N St ot weee
BIZCE 1| @ AY O AATZR TEY S/ (ATF > T FIW A1 | SNt Ty 0 (T
T[] FEA TR TEd (Il (AT 7o APCS AREA |

8. TIA R IGIT fEoa G2 @, W9 (N VT (AF AT Wiy e T4 & |

RIS FES IS G faeriam
Y, SAFS AN FAGE 8 OiF BREeia IFAE AR T (7 WA G S A
AR SITA ST (FER AT WesTS HTEDA WLt (AR IHEiy Sieiee A1fd ) are g3 )
O ST AT |
3. SR/ Py TEeE 2w R @IUR T T BT T sieme/aeme B s
3 ZCafem ARl S WA BI30E1 1 G T8 3/ 61 I T |

T ISl Fef/meAE fere FIE FEgER BiEen o diem, Sa SR IEs I e @
g7 TF0Y Al aemm e e (onare/eitng G 48 SieRR/SisEE Fea @t s Bieen
TS T @I e Eeia g [ o[ ¢ 1 B w31 zre ot (e Wt wEe |

FIAGA 1 T AFES TR IR TE TR FAITe PIEAGAR A% Lo AT 1| 9% Terrwcerd odf &
A S W Al A I 97 9L LS AN (@ 97 WA O Jq PG A, WAR T FACA!
a7 ad e A @ YT oF TR TS AN | A MATE/AR Fred S @e GW W
8Ty FEeE e T O S TR AW G0 SR SRS ©f BRI G932 (13 Y SR SHREE
AGTS! 417 FANCHS WA |

e 1% R @ ErEE T Wk e wieEE/eEe e TR S T (7R S 8

S, WA SRR e T Sene o a {5y o SR 93 AAE I @R A
(I S PR [ |

3. SR SR/ SeEE e qgg B s ¢ figfEs (0 B-EeE S e o-5 5@ I e
T) WA So FIsfg (2 B1-5195 SAfFmi; » IgER (@A AW TC) T FaR I | 93 76
REHfm ¢ Wemm/arme froa sEme afermE e e e ¢ 9T S
fofor Tl (R o 92 T A | 9] W 9T © I77 1 TR @ WA TGS
T4 TE; © TG TN ITAHE 6 I ZE A

©, AN/ ey FERR T F A S (YR o SR v 99 R0 G oEdel ) 99
AT/ RS AT IR FART

Ch-ty




8. TR GAIFIEN AN T e e g 3 AR @R A1 O g A4E o S
ST ML AR g q4qt oz e s 7 Fhe o Seeet =g @m
(AT $ATS AT |

W 3% AT T0 TR IR TR/ Foe FegtEd T 18 4 S

>, WWIHA ©Ie SieE/atse fFor seds e sica g oy fewee wee e/
fétem (o157 oo (@M % Foa SrE 6 ©f #190F $R @AEA |

3. SR SieEE/eEE fa aea e e Teh e ¢ e (o - sifawe; - q=d
T e W) W9t o sl (* B1-5IE SfENE; » AR @A WA W) TF @R
Tl | 9% TF FAGERI I 4rw, Eoifima sfaam Fdrd, ¢ s gfngg v
fefes Tare a9 S f&Rem sa e oW 9w 0 =d

©, N SRS 9 BfF Fra 3t g s Fetast Sxtem Ty UE (oNE WemR/semE
figa @t Afie o e s Reampen s =9 e Bfeen sa =@ dwen @y
AT TreTars ¢ fofeeAr W@ S 971 $adt |

8. TAICH/ AT FEers RSl 3 TG, Y [T ARHT G0 AT R 40 |

. Y3 RN SRR TE SR/ Freg s we KA e ¢ite swwe
el

3. O3 AEEAR T WRCECE ORI Q1T 8 JIETATH A Gy Fege feew, a7
fofdwim a3z v3 ofSwinE Bge THI 7R TETS! FI0E |

EIERA K

3. SR/ e 7% etz Y e TS, T WA ST FAEA, 932 35 THIBIAR SRe
8 S IM-AIE §Cea AE 3 YRTa eIl Oy W wES Mg Wi wea-wefe ona
A | T TE@ATZE A @17 QG AL B TR AT, S O AfSRATGR T =t
Gl 3% fAfie ¢ 6 IR T2 W FIF (A | MR G B WW R $YE
e g T2 )

Y. SRR e 9o aE e cren tERN XS SR | 9 U3 SiarE @ S8 do,000
(FTF o) ermist I @ TS efefe wwe ot T |

fReg g9y 2 wemR/aEE fivg FEgE A oR fefere wemTm ek Pfes s@ma | sEREE
e o AT GF0 ey FoiaTe e | 93 NEEEE SR SR Bfeets @R
YIS GBI |

TR SR A CrREEs oqua e @ SR e/ e Sz e
e e «iEs ) SR @ e SeigEee Erae Fae [re A, e S aeiaze wws,
CAFI W, e/ e Bfeen 3 s JRufig @F ere weld, wWieae e gerge
FATS AT |

HFd; 93 AREAT AR IR AR/ P @ wfe e sitasR A wWeE
125y (o EereE At oF Seige ffestn gy e | wafeen @i s ¢ afewy
@FH T WYHIST SHANE R (FE, JAE FETOs NI AKAZAIAE @ FHoo@e

cr-5




@I | 8 O3 SIEEE WoNEEE A TeE ¢ AWS-E A WG TE WA S Skt
TR 1 | S g 90w 0 @, 9% NI SR S e ey e ©f 30| e
TS SHAM T (8, IF @7 WS *fieewa b Afvarmm, s e ey 7o AwR
A AT TE (GRTER T2 b ddaed) T SfEFE 8 4Eae FAAY WEE ooitae e
ST |

TitsATTSte SeR/SoE g I S TeM e (SO [T | SO A e S
O WA AR AN 6 FA AeFHA TR | @R B T AU WAAR T FT AME 0T
] FeCE (ST T A |

Rraris ST TH0F AT AN @ 2 A A S ST qY ¢ AT FE FAFEE
T HAfavieTs, Fars wfY Fagw, 2y smefasees sfives (GRTem 7 sbbodsy) SIUat B8
TSHCF STSTSAE TFEHos BHamg H<wal G, @0, @ FemE (GRrem F vbddaes)
TS IS SR | AN SRS (N oA W4 WAF @A A e e
Tifos Swaram e (@ E, AEIH, 93 RS e @it Avam, wer Rem aew JA=re Ay
(e e vrddaes) At T3 |

MR AR TR (9 ~Tfs 797 Agaiiere sw)s
SRR ERAFAA 13

i @% Ffs-o 2Tefz/ INTE areeea T2 @2 AEEdR e wmne eifie vt | e
wra fefers =it cagw G2 IR SR/ og sRegie wuats i |

A9 g4t ArF/ Bomz AMPR AR r3aree/ effsfiia wrsa
wifids wifids Sifids

TG TAFGR W W ATS F e/ fo @ AeRie 1 Bgg e W o
HFTH SR | T TGS IS 7SI SR @it [ o ofrw wed waien s e
Wl (7 72 & 9 T SR e ATl I ©f HHEe s I9EE FAre AR | 9% 7% 20 IwF
T FY T A + T AREINR O S S/ fHeg 9 e 999 (S [ FEE IR T
QI AT TG WA TIACE TONICS AR | ST AT/ AR Fom q0ew @ weg
Teoifs fomne’ w29 a3b, W3, fo Wi @m R FaEm | S 1w ogmm 93 TEEdE guEeEy
TS AATE TG S [FE TG T ATHED SIE TG q A (7 O 8 Wi 97 iEwen
YT FACS ARG |

iyt wrR/eR fFea 7% T T ol S wats g 1

A AT AT/ TR ARG wWrHR T/ elfefaiga =g
wifads oifds oifdas

ch-4



+Afaf¥iz
HETIeF SHATE ATIT (7, IENT, BI, JeETat
TS i@

AT AT P shefb-Ees Titfieafee Bt o9 fermm et |

oYl TAEFZ TP eylsiTeIH
e 3
EEIRGIER G

©, 4 (AF >q I29 [WOR s e

g FEARGE AT OF SPLAT ANAE WA (@ SAICS 512 1 9T S FE G W, ofF FE 10,
T T AT 8 WA T ST | WAl 92 Q@ e ot wediew Adre (39 TAe 513 | 9] e
RS ¢ (@ TS a9, e ¢ efstansd T Ty syt avame Mg IR |

SR IS TE S TR 7 oFw R | FEEd AHwR S SHeEE Tl (A TS
F! 9% AWZT FAE | AT IFEAGA €@ ACE WHAAR FEeR 23 o [{ive 9w s e
TIATE AAF TG (ARG TR ALF] TAE G0 & T #9917 0 HoF1F AN A S |

Al SR TS QF01 (26 IACHTEHA (AT T FIA AW T T A | 49 -0 T #fTd Ao
T TN G PR 1 O AFHR SO SR SR AL AHIR FHCA |

T SHAAIR AT, U SR, SieAE SMprer o0 ANCHe T B ey oY Fat |

Bl A U IS AR TR ST TS R A AT T FACET ¢ TR AL AR
e (PG TS TP CHE[ @ TS To0Ea | W @ @ AN e (e e
LTIRT FACS AFE | @ ERNY WHAAG NG AR HoE AT GHed FAGgad IS (WS
SfSTAN LT STHBR WARA FZT FICS A |

SeiE Forel-Trel/afesaae SR FaTE e QT S S WHER 9 e Bee s
FACE | SN AT TR LS, W Prol-aro/afSeRets, SNl TR TEEE Be 19
FISE CEAA | A (WEH T S & FA0S ANEE @92 PR W B Bed ot | sief
IS IR A AFE S HGHIS T |

STIR IS A9 (94~ 737 Aafeas ww);

USRI TS S ER IR E R

S W3 FHe-ofg ATef/ T waada A T @R e S e e | o
wrere fofere oy croem W% AITaRey SR/ e seefed Spe itk |

HOIEAFR (H1%a TR/ [BorTE ArRR AFR s[tgaEa/ efeHida arwa
wifgas oI wifads

cH-F




QGG
AR THATT I (F7, AFNT, BB, A=
TARI-T9IS 7@

AT e figmiws FhHeB-1aee Bfifeieree i wv formm ferifatte |

YA AT SIS SATSIA
TS
Q0 JRH

[ TESfFd SN SRARINIG AR ST, RS, AR AR FWH WIHR WAICS
A | TR [feg +mafs, S aramemiaet, ©f (A R T ¢ Sna T=FS! 8 (AW FHF
HFICS T | ARG T8 TR F6S 8 MTEWS B&F e TA I3 Svd 98 |AS R @,
ARE T AZA 9 A AT T Ol Sioe T ) Pt ovte o1 Bret-aren a1 sifeeracsd
TS qPNE TS T | IR T3 AS-A0E O wrd 993l Bo1Z witTa MG Sitgse
/SR fier wefer Tl wims =@ 1]

g, Wy #REARE wRvis & o ¢ Tfe-Aq

[0 7S A @ =% A1 6 A THE A FAE @i @ T | 9 gty oA e/
fiog wiaRs WIS A WAANS O3 ANS-aR GFi6 S (rem K |

TRl AT TR Y R el wedfes Snanm sl (8, AL, oI,
QETT; G92 SRR @t FaEe ¢ «ferdy @ FEeE e 93 S e eifre weee
qF AR AFAGEAN TR 1 9T WL FAF GE, o6 N, eum g HAhewt, ydAe! Tenm St ot
o78; Boge e Tonm #79 197 ¢ 7o Hiid | @6 93 $FeeE TR w6 XS e waeE Aedifea
T@AEE WA FENGA T (WEG TR AN FEIGRE N Wi, CTE WAl 4 I
iR/ eRR Fred seefed St pite |

siTRReita Brarpe foail Bomey ftm st @2 oEet F4lR (0) B Fal IEAGE W WG Swwa 28 Al
7 FRUR T O FE G | NI A @ O WA S QA0e Feigead ToaHag @y 7gwsl
NI () FEIGR AT wom TwER e oF Adw o (o) I FE e a9 @
(AT Sltne B (T8 ©f T | SINE SR @ e SRETS @ AR S TS St et
THTS IEE] F9A |

FRIGS WS WS Q3R e
A ST WLREZI TS A W FoAE Feiore, Ghele HAq SSF YR WD S
fire Tewe =ifa

S, WE SIS WD QRS IE FeeEd war ofisdn wfits g i @nes A wete
WG S (TN SR @EIcs SR | S 93e e QiTTe S SegEd @i
fdfm, BfFen ¢ w3 T R afe TWE & wew T T WA FEE O wWAHE 9 v
FAGE STl | TS &TH > T51 7Y 9T |

5. SNE NS WA Y GFE 2 vo I wie SEma S9e SrEiE saie Al |
PG @ FAGERT PN WY S ANew FiewE gEa wia e e ®_R o«
SETBAE ST |

CA-8




Yty @3 IR FATE WA A FrEmeE e, Bl ave ofstanwm Bge =
SR FRTS! FAF |

YfFs frFRR @3 " @ Y9 T@EA @3 )

SRR Seaie o CTRIEFe STEECTE ez S /1 391 AR 2T Wiy 9@ IRam
TR G FACS AE G2 TLHAZED ATES, T TS OfRF FA0S AR | TS I HAoqIG
gl (741 A1 S AR AR (W @O ATl ¢

THANTSI; TR A SN TOHA TG (N AL | WA (ATF AT B ‘9% AEERAT A
e BE Qe o FSF el T Tt

fereatne siTaadt FNCH AT TS (FH o A o o ToitsEt g ¢ oifdan e weieE
et “AfisiEs, A GiY FEgy, Ty w@efaenes afines (GREM 98 shbros8y) WY T2
TR SIS WSEToF SHANT HIw &FF, A, @ FFam (GRwm e vbddaed)
TS FAS AR | RN WHATIE (DNE TR S T WA A e o
Hifes Srarvy sitga= & H, AT, 93 ‘e e sffoe AvarmE, s fem aew wEre e
(T wgg bbrddaes) TS FF |

HRFHT AP TR (99 ~Afffe 7wa Aqars a2
AT SRR 18

I @3 T(S-og ISR/ WM Hadd F @R NFAR T I [@ifes wims | aie
wrera ffers Wit cvmary @2 aRety SE/stE e adefFs sfe Mk |

AR dqitag wrwa/ oz Ardis e fraaed/ efefiss area
wifas wifads wifads




Appendix 1. Data collection forms
A-B. Household enumeration, shaded columns to be completed during household survey
A-D. Household survey
E. Circumstances surrounding deaths in household in last 3 years

F. Medical history and physical examination for participants with past or current febrile
illness lasting > 2 weeks, or with past diagnosis of kala-azar

G. Medical Record Extraction
H. Baseline data for participants in cohort study of subclinical infection
J. 6-month follow-up for participants in cohort study of subclinical infection

Appendix 2. Focus group and gualitative interview guide



Instructions to fieldworkers

During the household enumeration, sections A and B to be completed except for shaded columns. After
household enumeration, the study population (a sub-set of the enumerated households) will selected.

The shaded columns of Section B will then be filled in during the household survey of the study
population, along with sections C, D, E.

Sections F, G, H, J will be completed by the study physician/health care provider who examines the
patient or reviews the medical records.

Section A. Assign Household ID number, and Individual ID numbers equal to Household ID plus the
number corresponding to the line of the person in the roster.

Section B. Answer questions for each household member (HHM):

1. Who lives in the HH? What is each person’s relation to the head of household, and his/her age
and sex? (The household consists of all persons who eat from the cooking pot of this house)

2. In the past 3 years, has any HHM been sick with fever lasting 2 weeks or more? Include
anyone who had a fever in the past 3 years, or who currently has a fever lasting 2 weeks or more.
If yes, place a check in the appropriate column in the table. If the answer to 2 is yes, then
complete Section E. If the person sought treatment for the illness, then compete Section F. Use a
separate sheet for each HHM for whom the answer is yes.

3. Inthe past 3 years, has any HHM been told by a doctor that they had kala-azar? Include
currently ill persons being treated for kala-azar at the time of interview. If yes, place a check in
the appropriate column in the table. If the answer to 3 is yes, then complete Section E. [f the
person sought treatment for the illness, then compete Section F. Use a separate sheet for each
HHM for whom the answer is yes.

4. If any HHM died in the last 3 years, please list them after the living HHMs. Place check in
column for deaths. Fill in age at time of death. If the answer to 4 is yes, then complete Section G.
Use a separate sheet for each HHM for whom the answer is yes.

Shaded columns to be left blank during enumeration, and to be filled in at time of household survey.

Section C. Household level risk factors. Complete ONE COPY PER HOUSEHOLD. Remember to
record HH ID on each sheet.

Section D. Individual level risk factors. Complete ONE COPY FOR EACH HH MEMBER. Remember
to record Individual ID (HH ID plus ID from HH roster in Section B) on each sheet.




Househeld enumeration and survey for kala-azar ONE COPY PER HH
Section A. General information

Date of interview _ / / Interviewer Household head Interviewce

HH ID

Location of house Bari Village

B. Roster of HH members (SHADED COLUMNS TO BE LEFT BLANK DURING HH ENUMERATION)

in the past 3 years: mark POS or NEG | Date of
ID | Name relation age seX serum

(yrs) 2-week | told had | Died sample
fever KA K39 K26

Date LST
placed

LST reading in
mm

01

02

03

04

05

06

07

08

09

11

12

13

14

15
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C. Household level risk factors ONE COPY PER HH HH ID

C1. Name of head of household

C2. Name of head of BARS

C3. Type of family 1  Nuclear 2 Joint
C4. How many members in your family (those who eat from same cooking pot)? people
C5. How long has your family lived in this house? 1 lessthan 1 year

2 1-3 years

3 more than 3 years
If the answer is 2 or 3 skip to C8. 99 Unknown
C6. If your family has lived in this house less than 1 year, 1 different house, same village
where did you live before? 2 different village, same upazilla

3 different upazilla

& other

C7. If different upazilla, or other specify where:

These questions all refer to house in which you and the majority of your family members sleep.
C8. How many rooms in the house where your family now lives? rooms
C9. How many stories in the house where your family lives? stories

C10. What are the walls of your house made of?

1 bamboo or sticks covered with plaster 4  brick or concrete
2 bamboo or sticks, no mud or plaster 5 tin
3 mud or plaster, no bamboo or sticks 8 other
Other
C11. What are the walls plastered with?
| mud and dung 4  not plastered
2 mudonly 5 concrete
3  whitewash 8 other
Other
C12. Has the house been plastered in the past year? I Yes 2 No 99 Unknown

C13. If yes, in what month?

C14. What is the floor made of? 1 concrete 4 soil, not plastered
2 plastered with mud and dung 8 other
3 plastered with mud only
Other
C15. What is the roof made of? 1 jhupri/sohn/khor 4 tin
2 bamboo 5 combination (specify below)
3 concrete & other
Other




C. Household level risk factors (page 2) BH ID

Clé. Does your household have animals? 1 Yes 2 No 99 Unknown
(if no, skip to question C19)

C17. Does your household have an animal shed? I Yes 2 No 99 Unknown
C18. FILL IN THE TABLE: How many of each animal does your family have now? In the warm months, where

do these animals usually spend the night? In the cold months, where do these animals usually spend the night? (1
for animal shed; 2 for human house; 3 for outside)

Animal Yes/no How many? Spend night in summer Spend night in winter

Shed=1  house=2  Qutside=3 Shed=1  house=2  OQutside=3
Goats 1 2 3 1 2
Cow, bull, ox 1 2 3 1 2 3
Buffalo 1 2 3 1 2 3
Chickens 1 2 3 I 2 3
Other: 1 2 3 1 2 3
Other: 1 2 3 1 2 3

C19. One year ago, how many animals did you have? 1 Approximately the same as now (to C21)

2 More than now (to C20)
3 Fewer than now (to C20)
4 No animals now or one year ago (to C21)

C20. Why has the number of your animals changed in the past one year?

C21. Does your house have electricity? I Yes 2 No 99 Unknown
C22. Does your village have electricity? I Yes 2 No 99 Unknown

Does your household/any member of your housechold own the following?

C23. radio? 1 Yes 2 No 99 Unknown
C24. fishing net 1 Yes 2 No 99 Unknown
C25. cart 1 Yes 2 No 99 Unknown
C26. rickshaw/van 1 Yes 2 No 99 Unknown
C27. sewing machine 1 Yes 2 No 99 Unknown
C28. tiller 1 Yes 2 No 99 Unknown
C29. crushing machine 1 Yes 2 No 99 Unknown
C30. hand loom 1 Yes 2 No 99 Unknown
C31. bed net? 1 Yes 2 No 99 Unknown

If C3i=no, skip to C35. Ifyes:

C32. How many bed nets?

E-5



C. Household level risk factors (page 3) HH ID

C33. Which household member(s) usually sleep under it? (List by ID number from roster section B)

Ask: Could you please show us the bed net?

C34. Bed net presence confirmed by observation 1 Yes 2 No
C35. What is the occupation of the head of household? farmer
labarer

1
2
3 teacher
4 government employee

8 other

Other
C36. Does your household own land? 1 Yes 2 No 99 Unknown
C37. How much operational arable land does your household own? decimals

{operational arable land=(dejure own+defacto own+mortgaged+share-in+lease-in) minus (mortgaged out+share-
out+lease-out)

C38. How much land did your household own one year ago? 1 Approximately the same as now (to C40)
2 More than now (to C39)
3 Less than now (to C39)
4 No land now or one year ago (to C40)

C39. Why has the amount of your land changed in the past one year?

C40. What is your household’s monthly expenditure? 1 <TKS500

2 TK 500to <1000
3 TK 1000 to <2000
4 TK 2000 to <3000
5 TK 3000 to <4000
6 TK 4000 to < 5000
7  TK 5000 and above
9

9 unknown or refused

1 Approximately the same as now (to C43)
2 More than now (to C42)

3 Less than now (to C42)

4 No land now or one year ago (to C43)

C41. How much was your expenditure one year ago?

C42. Why has your expenditure changed in the past one year?

C43. Can the head of household read and write? 1 Yes 2 No 99 Unknown
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C. Household level risk factors (page 4)

C44. Up to what class did head of household study?

HHID

1 None

2 Less than class 3
3 3toSclass

4 Beyondclass 5

C45. Has your house ever been sprayed with insecticide? 1 Yes 2 No 99 Unknown
If no, go to C49.
C46. When was the last time your house was sprayed?
C47. Has your house been sprayed in the past year? 1 Yes 2 No 99 Unknown
C48. 1f yes, in what month(s)?
C49. Observation of house and yard: circle one answer per line
None Little or Much or Not
few many applicable
House floor damp to touch 1 2 3 38
Cracks in the inside walis of the house 1 2 3 88
Cracks in the outside walls of the house 1 2 3 88
Debris at the base of the house walls 1 2 3 88
Vegetable matter, dung in yard | 2 3 88
Cracks in the inside walls of the animal shed 1 2 3 38
Cracks in the outside walls of the animal shed 1 2 3 88
Debris at the base of the animal shed walls 1 2 3 88
Vegetable matter, dung in yard around shed 1 2 3 88

(C50. Other observations:



D. Individual level risk factors. Individual ID
ONE COPY FOR EACH HH MEMBER

Name Age years Sex M F

D1. Where do you (the subject) sleep habitually (most of the time)? ground story, inside the house

(Answer this question even if there is only one story in the house) ground story, outside the house

1
2
3 second story, inside the house
4
g

second story, outside the house

other
Dla. Other
D2. In the past year, have you changed the place 1 Yes
where you habitually sleep? 2 No (goto D6)
D3. Where did you sleep before you changed the place? 1 ground story, inside the house
2 ground story, outside the house
3 second stery, inside the house
4 second story, cutside the house
8§ other
D3a. Other |
D4. In what month did you change your sleeping place?
D5. Why?
D6. What do you (the subject) sleep on most of the time? I bed or charpoy
2 mattress on ground
3 straw mat on ground
4 directly on ground ‘
8 other |
D2a. Other
D7. In the past year, have you changed what 1 Yes ;
you habitually slept on? 2 No (gotoDI11) ‘
D8. What did you sleep on before that change? 1 bed or charpoy |
2 mattress on ground |
3 straw mat on ground |
4 directly on ground
8 other
Da. Other
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D. Individual level risk factors (Page 2) Individual ID

D9. In what month did you change what you slept on?

D10. Why?
D11. How much of the time do you (the subject) 1 always
sleep under a bed net? 2 certain seasons of the year
3 occasionally
4 never
D12, If “certain seasons of the year,” Warm season 1=yes 2=no
which seasons do you sleep in a bednet? Rainy season l=yes 2=no
Cold season l=yes 2=no
D13. Have you changed your bed net usage in the past year? 1 Yes 2 No(goto D17)
Di4. Before you changed your usage, how much of the 1 more than now
time did you sleep under a bed net? 2 less than now
D135, In what month did you change your bed net usage?
D16. Why?
D17. Do you (the subject) sleep outside the house 1 Yes 2No 99 Unknown
for some seasons of the year?
D18. If yes, what seasons? Warm season 1=yes 2=no
Rainy season I=yes 2=no
Cold season l=yes 2=no
D19. When sleeping outside, 1 on a bed or charpoy on a veranda
where do you (the subject} usually sleep? 2 on the ground of a veranda
3 ona bed or charpoy in soil yard
4 on the ground in soil yard
5 on the roof
8 Other
D8a. Other
D20. In the past year, have you changed your habits with
respect to sleeping outside? 1 Yes 2 No (go to D24)



D. Individual level risk factors (Page 3)

D21. Before you changed your habit, how much of the
time did you sleep outside?

D22, In what month did you change your sleeping habit?

D23. Why?

Individual ID

1 more than now
2 less than now

D24. Do you ever sleep in an animal shed?

{even if it is not your animal shed)

D25. If yes, how often?

1 Yes

BoW R —

2 No 99 Unknown

always or most nights
at least once a week

at least once a month
less than once a month
unknown

D26. Qn average gver the past YEAR (during the year 2001}, how often did you eat the following foods? (Circle

the answer that fits best)

5 ormore times | 1to4 times | 2to 3 times 1 or fewer times | Never Don't

per week per week per month per month know
meat or chicken 1 2 3 4 5 9
fish 1 2 3 4 5 9
cgg 1 2 3 4 5 9
milk or yogurt 1 2 3 4 5 9

D27. On average during the year BEFORE this past yvear (during the vear 2000), did you eat these foods with the

same frequency, more often or less often than over the past year?

SAME in 2000 as | MORE in 2000 LESS in 2000 Don't
in 2001 than 2001 than 2001 know
meat or chicken 1 2 3 9
fish 1 2 3 9
egg 1 2 3 9
milk or yogurt 1 2 3 9
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E. Complete for each HHM whe had fever in past, or has fever NOW lasting > 2 weeks, or told s/he had kala

azar:
Individual ID:
Fever lasting > 2 weeks anytime in Yes No Unknown
past 3 years?
Fever lasting > 2 weeks currently? Yes No Unknown
Duration of fever weeks
What month/year did the fever start?
During this illness is/was there:
Abdominal pain? Yes No Unknown
Abdominal swelling? Yes No Unknown
Darkening of skin? Yes No Unknown
Weight loss? Yes No Unknown
Cough? Yes No Unknown
Seen by health worker? Yes No
Name of illness?
Treated with injections? Yes No Unknown
How many injections? injections OR days
Name of injections?
Other description of illness:
Physical examination Finding present: Description of finding
Enlarged tymph nodes Yes No  Unknown
Enlarged spleen Yes No  Unknown cm below LCM in AAL
Enlarged liver Yes No  Unknown cm below RCM in MCL
Skin darkening Yes No  Unknown
Examiner: is/was this illness kala Definitely yes Probably yes No Unknown
azar? :
For those with fever NOW referred to:
K39: POS NEG
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F. Medical Record Extraction, If records of medical care are available, fill in following:
Date completed: / / Interviewer

Individual ID: Hospital or facility name:

Date(s) of care:

Diagnoses:

Tests Date Result Details
Bone marrow aspirate Pos Neg  Notdone

Spleen aspirate Pos Neg  Notdone
Aldehyde Pos Neg  Notdone
DAT Pos Neg  Notdone | titer:
Other
Other

Treatment Date started Days of treatment
SAG
Amphotericin
Other
Other

Other observations:

E-42




G. Circumstances surrounding deaths in HH in last 3 vears.

Individual ID: Name:
Month/year of death / Age at death: years
Did s/he die of an illness with
fever? Yes No Unknown
If no, what did s/he die from?
{If no febrile iliness, end here)
If yes, what was the name of the
illness?
During the person’s illness before dying, did s/he have:
Fever? Yes No Unknown
How long did the fever last? weeks
Abdominal pain? Yes No Unknown
Abdominal swelling? Yes No Unknown
Darkening of skin? Yes No Unknown
Weight loss? Yes No Unknown
Cough? Yes No Unknown
Treated with injections? Yes No Unknown
How many injections? injections OR days
Name of injections?
Other description of illness:
To examiner: was this illness kala | Definitely yes Probably yes No Unknown
azar?
E-13



H. Baseline data for participants in cohort study of persons with subclinical infection

Date completed: /

Interviewer

Individual ID:

Age (years):

Sex: M F

Physical examination

Finding present:

Description of finding

Enlarged lymph nodes Yes No  Unknown

Enlarged spleen Yes No  Unknown cm below LCM in AAL
Enlarged liver Yes No  Unknown cm below RCM in MCL
Skin darkening Yes No  Unknown

Height em

Weight kg

Mid-upper arm circumference cim

Serum specimen taken Yes No
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J. 6-month follow-up for participants in cohort study of persons with subclinical infection

Date completed: / / Interviewer
Individual ID: Name
Fever lasting > 2 weeks anytime in Yes No Unknown
past 6 months?
Fever lasting > 2 weeks currently? Yes No Unknown
Duration of fever weeks
‘What month/year did the fever start?
During this illness is/was there:
Abdominal pain? Yes No Unknown
Abdominal swelling? Yes No Unknown
Darkening of skin? Yes No Unknown
Weight loss? Yes No Unknown
Cough? Yes No Unknown
Seen by health worker? Yes No Unknown
Name of iliness?
Treated with injections? Yes No Unknown
How many injections? injections OR days
Name of injections?
Other description of illness:
Physical examination Finding present: Description of finding
Enlarged lymph nodes Yes No  Unknown
Enlarged spleen Yes No  Unknown cm below LCM in AAL
Enlarged liver Yes No  Unknown cm below RCM in MCL
Skin darkening Yes No  Unknown
K39 dipstick POS NEG
K26 dipstick POS NEG
Referred? Yes No

If referred, to what hospital or facility?

If participant has medical records not already extracted, complete also section F.
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Appendix 2. Focus group and interview guide

Kala-azar Project-Bangladesh
Instructions for Using the Interview Guide

The attached guide is intended to elicit information about kala-azar in the endemic areas of Bangladesh to
develop community-focused prevention efforts. The questions are designed with concepts from theoretical
frameworks. These questions should be used to guide the focus group discussion. We are interested in hearing
about participants’ views and the interactions that occur among them. In order to obtain the most useful data, it
is generally helpful to adhere to the following guidelines.

< The purpose of using the focus group method is to obtain information in an inductive way to maximize
our ability to further inform what we already know about kala-azar in these areas.

< Make certain that everyone’s views are heard. This may involve actively eliciting comments from the
less vocal participants.

< Refrain from introducing personal comments that may bias the information being discussed.

< Gently keep the group on task without compromising the quality of discussion.

< Use training probes and techniques that are neutral without changing the meaning or intent of the
questions.

< Body language is a powerfu! tool, both as a transmitter of information to others and as a tool of
acquiring information; therefore, use it to your advantage by observing the non-verbal cues of the
participants.
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Kala-azar Project: Focus Group Moderator’s Guide

Introduction:

Hello, my name is and I am with working with a group from ICDDRB in Dhaka and CDC
in the USA. (Briefly, state your background and welcome the group.) We are going to be exploring some
health issues and health care services. Before we start [ would like to state a few ground rules and you will
have an opportunity to add to them.

Ground rules:

Everything said in this room is confidential, therefore, please do not discuss individual responses with anyone
outside this group. We will be compiling a summary, but specific comments will not be connected with
individuals’ names.

Please express your feelings and thoughts freely. Since this is a discussion group, you can feel free to comment
on anything you like.

Please state your views even if they are different from the views of others. We want to hear from everyone and
we are interested in everyone’s point of view. There are no right or wrong answers.

Opening:

We do have a note taker (introduce the note taker), but sometimes it is difficult to get everything written.. We
will be making a audio tape of the session to make sure that we get all of your comments and don’t miss
anything important.

General Knowledge

-Please tell us about the major health problems in your community?
-Where do you usually go when you have a health problem?
-Whose advice do you usually seek about health?

-Please describe what you do when someone has a fever?
Probe: Long-lasting fever vs. short duration?

YL-specific knowledge

-Can you tell us about kala-azar?

E-17



Probe: Describe the causes of kala-azar? Who do you think usually gets it? How do they get it?
-Do you know of people with kala-azar and what made you think they had it?

-Describe what happened to the person with kala-azar? Where did s/he go for treatment?
Probe: can you tell us more about what happened to them?

Predisposing

-If someone has a fever that does not go away in a few days, describe what you do.
Probe: Please describe your reasons for doing that.

-Who provided you with assistance? Please describe the type of assistance that was available to you.

-How would you describe your interaction with the professionals in the hospital, health post, or elsewhere, in
relation to your illness?.

-What usually happens to you when you go to a health post? Hospital?
Probes: KA-what did the health care provider do? Get specific details about care.

Reinforcing

Who are some of the people you can discuss health-related (KA) issues with?
Probe: What type of information do they provide?

Were you able to get medical assistance when you had prolonged fever?

Probes: From whom? Describe the interaction and type of advice given to you.

Did you fee! that health-post, hospital etc provided you with the information/advice/treatment you
needed?

Community

-Who are the leaders in your community?
Probes: political, influential individuals {men, women),, etc.

-To whom do people go to when they have a health problemn for advice?
Probe: Who helps you make decisions about where to go when you are sick?

-Please describe the last time your village got together as a group?
Probes: What were the reasons? Outcome? What did you do as a group?

-How would you go about organizing your village to address a health problem that affects everyone?

E-18



-Describe the last time your village was sprayed (with insecticide)?

Probes: What were the reasons for spraying? Specific diseases?

-Do people in your village own bed nets? What are some reasons for using them?
Probes: Who usually uses them? How much do they cost?

-What are some of the reasons people in your village do not have bed nets?
Probes: can you think of ways to help those who can’t buy bed nets, but need them?

E- 19




Individual interviews with KA patients and family members:

When you were diagnosed/treated for kala-azar, how did you feel about it?
Probes: What were some of the things you liked about the information you received?
Describe the things you did not like about the advice you were given.

If you were treated for kala-azar, please describe your experience in getting health care.
Probes: What types of things/people made it easier for you? What types of things made it hard?

Describe the way others in your household, neighborhood treated you when you had kala-azar?
Probe: Describe the way their thoughts influenced your decisions.

Was there anyone in particular who helped you make the decision to seek care?

Probe: family, friends, VHW s, health professionals (i.e., health assistants, traditional healers, nurses,
physicians, hospital staff)

Interviews with Health Care Staff:

- Describe some cases of kala-azar you have seen at this facility and the way the diagnosis was made.
- How were they referred to you and by whom?
-What does a typical kala-azar patient come in with? What is their medical profile?

-Please describe the way a kala-azar patient’s iliness is managed here?
Probes: treatment specifics, advice to paticnts, medicines given, prevention?

-Describe the type of information given to a patient at discharge?
-Can you advise us on ways to improve kala-azar patients access to early diagnosis and treatment?

-From your perspective, what type of health education or prevention efforts would be most useful?

E-20
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Check List

After completing the protocol, please check that the following selected items have been included.

—
1. Face Sheet Included | \/
[

2. Approval of the Division Director on Face Sheet i \/“‘

N

3. Certification and Signature of PI on Face Sheet, #9 and #10

4. Table on Contents

. Project Summary S

[$)]

6. Literature Cited n./l

|

. Biography of Investigators

8. Ethical Assurance

9, Consent Forms

<L) L

10. Detailed Budget



